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1 875 ;mfrkfcSSJ?!f£-S-*f, jKUx^I/>^U (PEG) fb^fg 

i«*ii©4oojif^e)i«ati, 

J£W 8 0 j e^%ja±T?* »J > 

it^8 o^e;i/%jgun?&^T. ^7;i/^>Xtt'J ^>^&aitf*isr^ </ 

m<z>mi8,&mifi 5 o ^/i^jbuit** y , 

«tffBii7fc®<Z)Srj<Z>lo #3-5 75 ,/gW>e>*UR3*l, *o«*ft7 5 ;t© 

m&ttfc& 8 o ^;i/%a_tT^>§. p e Git^mm^^- k. 

[»*«2] 

fe^-tarsE i {csb«© p e Gitmm^-fr K. 

tuna 1 875 sMfrbte&mm&T&ay $ smmmatpo&MamiRLit 1 
875 ^Miar? fe&it&si 1 ~ 3 ©v^t^cia*^ p e G^^t^y?- k 

X2-X3-X4-X5-X6-X7-X8-X9-X10 -XI 1 -X12 -X13 -X14 -X15 -X16 -X17 -X18 -X 
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19 -X20 -X21 -X22 -X23 -X24 -X25 -X26 -X27 -X28 -X29 -X30 -X31 -X32 -X33 
-X34 -X35 -X36 

TX4, X8, Xll , X15 , %.mi9 j , TX8, Xll , X15 , X19 , #tfX22 j , 
TX11 , X15 , X19 , X22 , &^X26 j , TX15 „ X19 , X22 , X26 , &tfX29 
J , mZfiZ TX19 , X22 , X26 „ X29 , &?>*X33 J {CfcV>T> ^tl-?*l 5 7 $ J 

X3, X10 , X12 , X21 , X28 > &t*X30 l*-e*l-6*l«*f£7^ J Wt. tp^M* 

tt7 ^ j Mxitmm&mTk&T $ j nv> \,^nfrx*%> v , 

TX2. X5, X9, X13 , 2&tfX16 J , TX5. X9. X13 , X16 , &tfX20 J , 
TX9, X13 , X16 , X20 , 2fctfX23 j , TX13 , X16 , X20 , X23 , 2fctfX27 j 
, rxi6 , X20 , X23 , X27 , &tfX31 j , MtftC fX20 , X23 , X27 , X31 % 
&OfX34 j Jc£v>T, *tl*tl5 7$y»4», 4 7^^HJK_ttt*ttil*e7 5 
SWtX\i&mM&Mfr&y§SWl'T!3by % M(55^<t%375 7^&7 

X6. X17 „ X24 , &?>'X35 fcfc**l^ftB|fcKffi7 S </ MT*& V , 

X7, X14 , X18 , X25 , X32 , &tfX36 tt-£*X^*l#ffi»fcKtt7 3 /^X«& 

CSt#3C5] 

X1-X2-X3-X4-X5-X6-X7-X8-X9-X10 -Xll -X12 -X13 -X14 -X15 -X16 -X17 -X18 
-X19 -X20 -X21 -X22 -X23 -X24 -X25 -X26 -X27 -X28 -X29 -X30 -X31 -X32 - 
X33 -X34 -X35 -X36 -X37 

TX4, X8, Xll . X15 , 3L&X1B J , T X 8, Xll , X15 , X19 , &0X22 j , 
rxil , X15 , X19 , X22 , &0?X26 J , TX15 , X19 , X22 , X26 , &t>*X29 
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J , tlFC r X 19 , X22 , X26 , X29 , &£>*X33 J JCfeV^T, -6*15 7$ 7 

X3, X10 , X12 , X21 , X28 jkxfiao tt-etl-?*l«R*ffir ^ y^, fttgfofctt 

TX2, X5, X9, X13 , JtOPX16 j , TX5, X9, X13 , X16 , &?>*X20 j , 
TX9, X13 , X16 , X20 , &t>*X23 j , r X 13 , X16 , X20 , X23 , j 
> r X 16 , X20 , X23 , X27 , RXflSl j , MtffC r X 20 , X23 , X27 , X31 % 

X6, X17 , X24 , I4*nf ft»*tt7$;iTf»»J, 

X7, X14 , X18 , X25 , X32 , &t*X36 tt-£*l**lif»ttjK2M£74 J ftXttft 

«ttit7Ktt7$ ;ttfes„ 

X2^e>X36 iW^iim<i%Iiltl 8 7$;»«««#3 
tl5IS»;75;il^ #*, #AXtttt#IS*lT%J:V*. 

taiaxi~X37 #T«<©7$ ^»^**»*«5K:flB«©PEGfl:gt|Mjr/<^ 

xm hi/ >*e&y, 
X37 «-feu >*e&y, 

X2, X5, X9, X20 , X23 &tfX27 tt*ft-e*l7/I/:¥— U »J , 

X4, X17 , X22 , &t>*X35 tt**verin-f s/>t?» y , 

X6, X15 , X24 , IZ^tl^ftU-C 2/>Xtt>f V n>f y, 

X7, xi3 , X25 , &t«3i tt-eti-^nii^y^xttr^-^Tffty, 
X8&r>*x26 tt-eti-rti^n u >r*& y, 

xio ^m28 tt*ti-r*i-fey>, 7^->xttn-f ^>©v%i"*i#T?fcy, 
xn &m29 tt^ti^tihu ^h77>xt*n^j/>-e»y, 
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T-&y, 

xia u^>xtt-fey xov^ti^a&y, 

X19 Itujyyxi* M/*->T»*y, 
X36 ttT^-^Xtt-feU^-ea&S,, 

X2^e>x36 *t®75 ;®im< ttiiibt 1 sy^s^s 

-rti^HcsH^© p e G^mm^^^ k= 
mm<D p e Gitmmm^zr^ k„ 

[ft*:® 9] 

tufBl 875 ./i*fr&&5BB#I£#tf, PEGft^M^^f KOPEGg^ 
©a-^Stf, *&200Da~#<J100, OOODaTf»5»#«l~80^fti 

l o ] 

&>T<D 1 875 JWbfrbte&fUflJ&StiP E Gft^igftffiK'??- K, &£>\ /^y 

Mrffimcvo 1^5-775; ft*&tt/*3tu ^0^75 y 
Jfc*s# 8 0 *e ;i/%jbu:t?& y , 

4 ffilE#2 0 0 3 - 3 0 




#2002—109734 



mawmitm-tf 5 o : £ji%&>±v$> y , 

#J&JW#8 0 i E/I/%JK±Tf 

l 1 ] 

&^tf^3® 1 0 
1 2 ] 

1 3 ] 

ays jwmm~e*>&n*yLi o~i 2©v*rftjwcgB«©«-&#. 

X2-X3-X4-X5-X6-X7-X8-X9-X10 -XI 1 -X12 -X13 -X14 -X15 -X16 -117 -X18 -X 
19 -X20 -X21 -X22 -X23 -X24 -X25 -X26 -X27 -X28 -X29 -X30 -X31 -X32 -X33 
-X34 -X35 -X36 

TX4. X8, Xll , X15 , RtniB j , r X 8, Xll , X15 , X19 , j , 

TXll , X15 , X19 , X22 , &tFX26 J , r X 15 , X19 , X22 , X26 , &tfX29 
J , r X 19 , X22 , X26 , X29 % fttfX33 j IZ&^T, -£*l-eft 5 T * 7 

X3, xio , xi2 , X21 , X28 , Rmzo tt**i^ti»*ttr ^ j m, 

rx2. X6, X9, xi3 , ztxnie j , r X 5, xa. xi3 , xie , &t>'X2o j , 

l"X9, X13 , X16 , X20 , &tfX28 j , r X 13 % X16 , X20 , X23 , &tfX27 j 
> TX16 , X20 , X23 , X27 , S.OT31 j , MXfK. TX20 , X23 , X27 , X31 , 
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&tfX34 j IZ&^T, tftfft5 7?;i«, 4T^y^Ji«cfrtt^7K'f$T^ 

>xi±U y, 
X6, X17 , X24 , &XfXS5 J**4l*tlWt*ttT ^ »J\ 
X7, X14 , X18 , X25 , X32 , &tfX36 tt-etl^tl^ffiR^ttr 5 ^ »3ttt* 

en #a 14] 

a 

X1-X2-X3-X4-X5-X6-X7-X8-X9-X10 -Xll -X12 -X13 -X14 -X15 -X16 -X17 -X18 
-X19 -X20 -X21 -X22 -X23 -X24 -X25 -X26 -X27 -X28 -X29 -X30 -X31 -X32 - 
X33 -X34 -X35 -X36 -X37 

TX4, X8, Xll , X15 , %.mi9 i , r X 8. Xll , X15 , X19 , &0X22 j , 
rxil , X15 , X19 , X22 , &m26 j , r X 15 , X19 , X22 , X26 , &0?X29 
J , TX19 , X22 , X26 , X29 , &OT33 j fC&VMT, -ftl-eft 5 T 5 J 

4 7^;^±tti*tt7^My, 
X3 % X10 , X12 , X21 , X28 &t>*X30 tt*n*n»*ttr 3 J ft, f»f£iK*f£ 

r s j ixiisstti*t7 s j mo^Tti^T-fe y , 

TX2, X5, X9, X13 , &tfX16 j , r X 5. X9, X13 , X16 , &£)?X20 J , 
TX9, X13 , X16 , X20 , &t>*X23 j , TX13 , X16 , X20 , X23 , &tfX27 j 
> r X 16 , X20 , X23 , X27 , &tfX31 j , MtftC r X 20 , X23 , X27 , X31 , 
&tfX34 j iC*$V*T, **l«l57$/ft*, 4 T 3 J »KJ:tt*tt*#teT 3 

^ftxttiiafittiwcttr^ ysfcTffty, ^o, -€-cDe> ^.^^ < 3 rs. ;miz 

X6, X17 , X24 , Z3:tfX35 fc^*l*ftft#ttT $ y ftTffc y , 

X7, X14 , X18 , X25 , X32 , XtKXSB tt-e*t-P*l*tt«;!ME7 3 ,>ftXte& 
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[Sf*^l 5] 

XI tt h U;**— >^&y, 
X37 tt-feU^TfftiJ, 

X2, X5, X9, X20 „ X23 , tt-?tl-?*ir/l/^~>Xtt U y , 

v*-***t y, 

X4, X17 „ X22 , &t£X35 &-e*i-enn-f £/>t*& y, 

xe, xis , X24, fttnas tt-eti^nn-Y i^>xtt-f y n>f y, 

17, X13, X25 , Atnsi tt**l**lH^^y>XttT/I/^n>Tf*y % 

X8&tfx26 tt-en-^ti^ny^Tffty, 

no arms tt*n**vfey>, r^->xttn-fS/><ov^r*i^T?*y, 

xn &tfX29 fet**i-?*ihy^h7r>xtin>f2/>Tf*y, 

xi2 ftofxso tt-e*i*#iyty>, n>f £/>xtt*y>©v.f*i^Tf*y, 

T?*y, 

xis «r;i/¥->, u ^>Xtt-fey>©v^ti*»i?*y, 
xig ttn-fS/>xttM/^-=.>T?*y % 

X36 »±T^/^->Xtt-fey>Tf*«. 

«fcfi, 12*6X38 *T?©T3y»tt*fc<fc:&a«i, T1 8 7^i«$ 
CfflN^l 6] 
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6xiii 9 <D7 * ;mmM*<£tim#mi o~i 5©v^*i^ 

Hfsfcgl 8] 

^^Ki:M^1-^#f»^»T^e, iHfli o-i 7m^*i^}cfBilcD 

1 9 ] 

itflBl 875 7^£>&£gBjrj£ 1 ^t f% P E Gftm&ffi'*??' K© P E G$$# 
»2 0 0Da~»10 0i 0 0 ODat'^Ml 0-1 8 (Z^ 

2 0 ] 

»^l~9©V\1 a tl*^CfB«(DPE Gitm^m^zf^- FOD$git 
2 1 ] 

sn^2 o<D*mz£vmmzti&. tfv^uyyvzi-ji (peg) 

[8t*3® 2 2 ] 

a) 1 8T5y^&^SjSB^JSr^tf^^Fii, ISW'Jif 
~)V (PEG) £*HJfc31t£X;|S, 

b) tffiBa) K^^m^n^PEGimmm^^^t, *zrrF£Ma?~?z 
<fcy&§ % m^i o — i 9 (D^-tnfrizmMo&'&facDm&xm* 

*l/>$rya~A, (PEG) tftSa«^R 
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»^2 2Xtt2 3<z>^ras»cj:yiR3ian*, aKyx*i/>$ry (pe 

[*ft9?a>ftflr&tti8] 

[0 0 0 1 ] 

IB^Jfcilrfr, aKUx^i/>yu (OT rpEGj tcj:*;^ 

[0 0 0 2] 

& Z. £ IZ i o TW^©*e^©»»^4*fe©^ai?gttH^©«IB»3Eg 
[0 0 0 3] 
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(Blaese R. M. e t al. f Sciense, Vol. 2 7 0, 4 
7 5 (1 9 9 5) ) *«O«ifc|»i:bfepB8lftF(0iA (Swishe 
r S. G. e t a 1. , J. Natl. Cancer Inst., Vol 
. 9 1, 7 6 3 (1 9 9 9) ) *-f** 

t?* y -ttwcxaift'r & r b v^ v% e> iml&# & s. 

[0 0 0 4] 

ii^I»ttfe>f>^7xn>^^©iA (M. Mi z uno e t 
a 1 . , Cancer Res. , Vol. 50, 7826 (1990)) 

««^^Ttt*JBX^*«T*»SnTV>«*#»JB^©3te^»A (Fe 1 g 
ner P. L. et al. , Proc. Natl. Acad. Sci. U. 

S. A. , Vol. 84, 7413 (1987)) £ y # 

y - a* * * - -£##3^© y y j§gir?a& s »^ic ttss^tt© ® 

[0 0 0 5] 



1 0 
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Z(DM(DK? Lxity<:/ ^ ^^j!-5:p t fs^ W ^ ti 

^f«bAc^^K^{cWmUfe^i:#ffi^fc^L, fro, Mucfc^L 

Lemaitre M. e t al. , Proc. Natl. Acad. Sci 
. U. S. A. , Vo 1. 8 4, 64 8 (1 9 8 7) ) mmmz ^ Lt ^ 

W&frlcaftTV** (Wu, G. Y. et al., J.Biol. C h e m. 
, Vol. 2 6 2, 4 4 2 9 (1 9 8 7), Zhou, X. et al. , Bi 
ochim. Biophys. Acta, Vol. 1065, 8 (1991), 
Liang, W. W. et al. , Biochim. Biopys. Acta 

• Vol. 1 2 7 9,. 2 2 7 (1 9 9 6) ) . U V 

[0 0 0 6] 

* « — \y y ^^*»M-r*IMMW!£|ia6tt^^ K^-e© 
*aLfc©4M»fr6^^ KJMttfmox^ * - £ LT*gA^j«v^ 

StlTV** (Ni i dome T. e t a 1 . , J. Biol. Chem. , 
Vol.2 7 2, 1 5 3 0 7 (1 9 9 7) ) „ 

yy**#Bt*E5Vwci3v*T, «*ffi^fti imam) £fr*>&z>mm®&- 
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[0 0 0 7] 
[0 0 0 8] 

*tfi!)>|fn»J(Alan J. Schroit et al., Bi 

ochlm. Biophys. Acta, Vol. 1071, 313 

mmamtmm l t v **> «> * mmtfimit u r n * ant, &mmmg.a>m u < j*g& 

*R«<fb b T ik<g S s ffljfc # pg^ $ ti T ^ £ iStt »* fc jt s Mr 

^/xtt»ssis*«3i®LTv%*ajfi:, mz&nzmm. mmz&wtc 
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tlTVAS (Martin, S. et 'al. , Int. Arch. Aller 
gy and Immuno 1. , Vol. 123, 249 (2 0 0 0)) „ 
[0 0 0 9] 

tarn, Mmmiz7H*7T^p;i>i*vy%:m®LT^z>z£tfm&zn 

T^£(Geske, FJ. et al. , Cell Death Di 
ffer. , Vol. 8, 182 (2001) )„ 
[0 0 10] 

it. ZiftteT**??- k^tku^^ F<DmMzmmzi3:z±T*mm&^®v&z> 

S ^£&c £ K^stfy K©JR*tt^±#LT^fti5eiCi:©ffl 

Mm-tna. 7tV iyy^r^-r—if (ada) %PEGtiiufcPEG-A 

DA»ADA^^i5g(D^^CfeV^T^^^C^T^§ ( r^l^$nTV^^M ( 
Hershfield M. S. et al, N. Engl. J.Med., 
316, 589 (1987)) >f>^-7xD> (IF N) &PEGT'fi 
*ZZ£te&y&faftiz&tf&ffiV^;ixfcmtfm&ZtlZ>ffl (Perry C 
M et al, Drugs, 61, 2263 (2001)) & £ H 

[0 0 11] 

$>^z:^^0^e>^{c$tioofes (%iu-m, Bw&m, so, 6 3 2 (19 
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tf^tf&tlS (Lee M. et al. , Mol. Ther. , 4, -3 3 9 ( 
20 0 1)), 

u ys;>tt*©»* t* i**tt#*& t»v*#peg mm^ffim 

[0 0 12] 

i&fcPEGfcSftTL*^fcK:j:*%><z>T?*s. TMt-^PE 
Gft«i:tt»fttt6 5%K:*T»^LTU*^Cli:^wS*lTv'^ (S a v o 
ca K. V. et al, Biochim. Biophys. Acta, 57 
8, 4 7 (1 9 7 9)). 

LfctfoT, ifc?Sf££<£TS*Sr£;&< PEG^tfiff Z>ZL£&T*gtilZmm 

[0013] 
[3fti8jWSfc L J: e> £ t* SSKJS] 

^StoRO^ASfttttffcfu iA^I^^^-ii*^, PEG-fb^ 
«ftC**Jt?gtt*«igTL*iVx«f«PEGft^«|f/^^K, 2fctf, -e©«3t^ffi 

[0 0 14] 

[^H&«?^1-Sfei?)CD#|g] 
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o 

[0 0 15] 

t-&*>^ #3818 fc J: »J, TsB (1) ~ (9) © P E G-fb^^t^^^ H\ ( 
10) ~ (19) OPE Gffcf fi^^ Kt^^f K^il^CiM, ( 

20) ~ (2 4). ©*fte^«as:fr«#««sft*. 

[0 0 16] 

(i) *am<DMiM*&. 

1 8 7S Smfrb&2>mmZ:'&ti, tfV^UyifVn-Jl (PEG) 
ifoK® <D 4 O (Z)® 3^ h MfiZ £ ft, 

Jfc*s# 8 o ^;i/%£U:-e& y , 

mmmymo) 1 o # 5 ~ e 7 s ; wtfr* mm 3 *u * o «*tt7 5;io« 

Jfcs£# 8 0 ^;i/%^±T'$>o T> ^07;^->Xtt U y>3^ &»ttft* 7 * y 

Ko#lJAJfi^^ 5 0 ^;i/%£Lk-e& »J > 



mn# 2 0 0 3 
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m&itmtf 8 o ^;b%j«_tTfes, p e Gitm&m*?* k b 

[0 0 17] 

(2) £T$yMR#2 0J6U:T?*oT, Vf«#N*tt&tPC*ff*?* U , M 

&@B#f£^-r (1) ic|B^©PEGfb^fi(jf/<^Ko 
[0 0 18] 

(3) N^Sg&tfCjfcSgcDT^ JWt&mfo&TS. Jm~Z%>& (1) 3Gi (2) 
tCfB*© P E Gffc^fljf/*:/^ K„ 

[0 0 19] 

Lfel 87^;i|gTOS (1) ~ (3) ©VN-rn^{C|B«CDPEG-ft;^|$ 

X2-X3-X4-X5-X6-X7-X8-X9-X10 -Xll -X12 -X13 -X14 -X15 -X16 -X17 -X18 -X 
19 -X20 -X21 -X22 -X23 -X24 -X25 -X26 -X27 -X28 -X29 -X30 -X31 -X32 -X33 
-X34 -X35 -X36 

TX4, X8, Xll , X15 , &mi9 J % r X 8, Xll , X15 , X19 , &tfX22 J , 
fXll , X15 , X19 , X22 , JSctme j , r X 15 , X19 , X22 , X26 , &tfX29 
J , mn\Z TX19 , X22 , X26 , X29 , &£>*X33 j &CfcV>T, -e*l^*l5T^ 

X3. X10 , X12 , X21 , X28 , R&X30 »i*tl-?*l«*ftr 3 J 

TX2, X5, X8, X13 , JStmi6 j , TX5, X9, X13 , X16 , &tfX20 J > 
TX9, X13 , X16 , X20 , &tfX23 j , r X 13 , X16 , X20 , X23 , &tfX27 J 
, TX16 , X20 , X23 , X27 , 2fctfX31 j , MtffC T X 20 , X23 , X27 , X31 , 



1 6 
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X6> X17 , X24 , &tfX35 J4*n*tl»*ttT ^ J Wn*%> V > 

X7. X14 , X18 , X25 , X32 , &tfX36 tt**l-?*H*»ttil*e T 3 ^ t^ttS 

[0 0 2 0] 

(5) mfSB 1 8 73 y»fr&fcSK#f&-£&, P E G-fb^f^^^ K©^;/ 

*Ksu#fr, Ti<o75;»i^e,ft« (i) ~ (4) (D^rnfrizmmop 

X1-X2-X3-X4-X5-X6-X7-X8-X9-X10 -Xll -X12 -X13 -X14 -X15 -X16 -X17 -X18 
-X19 -X20 -X21 -X22 -X23 -X24 -X25 -X26 -X27 -X28 -X29 -X30 -X31 -X32 - 
X33 -X34 -X35 -X36 -X37 

xi&t>*x37 \*m&&r $ j y , 

TX4, X8, Xll , X15 , &tfX19 J , TX8, Xll , X15 , X19 , &tfX22 j , 
rXll , X15 , X19 , X22 , TkXfm j , TX15 , X19 , X22 , X26 , &0X29 
j , mxS\Z rxig , X22 , X26 , X29 , &tfX33 j 57^ J 

X3, X10 , X12 , X21 , X28 &tfX30 tt-t*l-?*lWt*ttr 3 J tt, ifrffiSfaKtt 

73 /ixtt«astt«*ttr5 ym©v^;ftfr-e&y, 

TX2, X5, X9, X13 , &tfX16 j , r X 5, X9, X13 , X16 , &tfX20 J , 
TX9, X13 % X16 , X20 , &tfX23 j , r X 13 , X16 , X20 , X23 , &*>*X27 J 
, TX16 , X20 , X23 , X27 , MX31 j , MtffC T X 20 , X23 , X27 , X31 , 
&tfX34 j iZS5^X. f^5 7^;ttfJ, 4T^y»JK_fctttftffi3K*ttr^ 

X6. X17 , X24 , &t>*X35 \Z*tl?tim*&r V * 

X7, X14 , X18 , X25 , X32 , &tfX36 tt^tl^tl* ^ 

fc*s, X2fre,x36 *t©7^;iim<i:=feiiiti 87^;i^$ 



1 7 
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[0 0 2 1] 

(6) tfrfBXl~X37 #TfB<Z>T^^&3 (5) JCffi^OD P E Gfc&mmi 

XI h l/^r=.yi*3bV. 
X37 tt-fe y >^&y, 

X2, X5, X9, X20 , X23 „ &OT27 it^H^tlT Jl^f~yXlt U »J , 

X3^.t>*x2i tt-eti-fn-^n 7i-jb75->, -fe u >x»T;i/^n>cD 

X4, X17 , X22 , &0?X35 J«*l^ftn>f y, 

X6..X15. X24 , &tfX33 it^tl^tiU A i/>X&4 V n -f ^ yv$> V > 

X7, X13, X25 , WX31 te^tl-g^ft S»X«7 9 , 

X8&a?x26 it^ft^n-Ju v yx*$> y, 

X10 &tfX28 ttfftfftttJV, 7;i/^rL>Xten^>>©^^^&y, 

xii &#X29 tt-e*i-^tihy^h7r>Xttn>fS/>T?*»;, 
xi2 xtjfxso o>r^>xtt-feu >©v%-r*i^7f»y, 

xi4 &m32 a^ti-en*";^^. r^/t9^>xttr^->©vxT*i^ 
T?&y, 

X16 &£>*X34 tt-eti^*iT9->XftJ:r^/^->T?S,y, 

xis »7;i/¥->, y s?>xttizy ^©^t^rifr-e&y, 

X19 ttn>f^>XttM^^r>t^y, 
X36 teyjvi?-yxte± v >T?*«. 

fcfc, X2#&X36 *t*075;iim<i:%jt^btl8 7^;iA<§#S 
ft* «y 7$ #*P, #AXtttt»£*lT%«fcv\, 

[0 0 2 2] 

(7) f&iai 8 7^ yK^e>J&*BB^J&^tf % PEGfc!£&ffis<zf*F<D'<.zf 
*-Kffli##, @B#f##l~2 4<Z)VN-rtl^(Z)7^ ymSB^^^S, (1) ~ ( 
6 ) <D \^1Fft-fr\zmM<D P E G-ffc^#t(|f^^ Ko 

[0 0 2 3] 

(8) ItffHl 8 7^y»^&«i*lB?ffft*tr, PEG^UE«f/<^KoD^^ 



1 8 
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^KfflJihtf, 12#[#-3i 6Xlti 9 <£> 7 5 ./ MMflifr (l) ~ (6) od 
v*1**i*Mcaai6© P E Gik^&m^* Ko 
[0 0 2 4] 

(9) 8 75;^&ft«S5!IS*tf, PEGftWUf^^KCDPE 
GgP#CD#^fi#, #?J2 0 0Da~|5l 0 0, 0 0 ODat^S (1) ~ (8) 

©v^jijwcga^cop e Gfc^mm^zf* k. 

[0 0 2 5] 

(10) *^ig©l2iiit 

J£<TCD 1 875 y^^&^SSg^rj^^-tfPEG'fb^fif^^'^ K, &t>\ ^ 

fySBi$2K®(Z>lo# 5-7 75 7 ^fr 4x> ^olK*jf75 ^^CD#^ 

8 o *e;i/%jbu:t*& y „ 

iufB§l7j<®0 lo^5~675 y»*»e>*^3ti, *^I*ft75 y^CD^ 
ifc^8 O^E^o/oJW-h^feoT, A>o7^->Xfiy ^>*>&jgtf*lS7 5 ^ 
Mft©*fftJW# 5 0 =E;i/%J2*_h-e& y , 

mmwiTkmofflo) 10^3-575; t^&iAgin, ^o«*tt7 5 j mv> 

[0 0 2 6] 

(11) ^7^;ti^2 0JgU:T'&oT, W»««N5|cfl|fttfC5f5SBT?»y, 

pfss®7$ -/ift&i»v^fe^*©5i«i!bfci 8 75 itfiai 875 ;i^e> 

&SBB#f&ar*- (10) 
[0 0 2 7] 

(12) N^«MC^©75 ;i^»ffi75 (10) Xii ( 
1 1 ) fCSB*<D3te#. 

[0 0 2 8] 
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d3) tfrfBi 87^ ;mfrb&z>m&WTm<DT$ jmm^}(D^(D^M(Dm 

^bfel87^;i|g^§ (10) -(12) ^DV^1 ^ tl*^^CSB*0D^^ o 

X2-X3-X4-X5-X6-X7-X8-X9-X10 -XI 1 -X12 -X13 -X14 -X15 -X16 -X17 -X18 -X 
19 -X20 -X21 -X22 -X23 -X24 -X25 -X26 -X27 -X28 -X29 -X30 -X31 -X32 -X33 
-X34 -X35 -X36 

rX4, X8, Xll , X15 , &OT19 j , TX8. Xll , X15 , X19 , &tfX22 j , 
TX11 , X15 , X19 , X22 „ j % TX15 , X19 , X22 , X26 , &0X29 

J , TX19 , X22 , X26 % X29 , &tfX33 j &c£v>T, **l**l5T3>f 

X3, X10 , X12 , X21 , X28 , &t>*X30 tt*tl-?fl«t*ttr 3 J flfc *'ffi^7K 

TX2, X5, X9, X13 , &tfX16 j , r X 5. X9, X13 , X16 , &tfX20 j , 
TX9, X13 , X16 , X20 , &tfX23 J , r X 13 % X16 , X20 , X23 , &tfX27 j 
, TX16 , X20 , X23 , X27 , &tfX31 j , MtffC r X 20 , X23 , X27 , X31 , 
&CKX34 j tC&V%T, *tl*tl5 7H;mtp % 4 7$y»JK±tt#ttSfeM£7 3 

j mx tt*3Ett«wcffi7 $ y an? a y , w®^^<t^37*;iii7 

X6, X17 , X24 , &tKX35 tt*J|l«iafcM£7 3 J mT*& V , 

X7, X14 , X18 , X25 , X32 , &?>*X36 tt**l**ltMfcK#tt7 3 J WlXltm. 

[0 0 2 9] 

(14) tsfiai 87^ jm.i*ht&%>mm*LS%i. PEG-fb^tHf^^K©^ 
TgB©T^y^@B^e>*5 (i o) ~ (i 3) ©v^-rn^jcia 

X1-X2-X3-X4-X5-X6-X7-X8-X9-X10 -Xll -X12 -X13 -X14 -X15 -X16 -X17 -X18 
-X19 -X20 -X21 -X22 -X23 -X24 -X25 -X26 -X27 -X28 -X29 -X30 -X31 -X32 - 
X33 -X34 -X35 -X36 -X37 
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xi& X37 y $ ; wre & y , 

TX4, X8, Xll , X15 , RTftld J , Xll , X15 , X19 „ X,&122 J , 

rxil , X15 , X19 , X22 , &tfX26 j „ TX15 , X19 , X22 , X26 , &t>*X29 
J > MXfK. TX19 , X22 , X26 , X29 , &0?X33 J SC&V^> ^*l-?*l5.y^y 

X3, X10 , X12 , X21 , X28 tt-e*l-?*l«t*ttT ^ ^ ft #1$ifoK'l$ 

r ^ j m<D v * rn* x° & y , 

TX2, X5, X9. X13 , &mU6 j , TX5, X9, X13 , X16 , R.Xtt20 j , 
TX9, X13 , X16 , X20 , &tfX23 J , TX13 , X16 , X20 , X23 , &tfX27 j 
, r X 16 % X20 , X23 , X27 , &tfX31 j > TX20 , X23 , X27 % X31 , 

&mm j leaser, ^ti^nsr^ ;m*. 4y$jn&±\z$fm& i my§ 
-/»xtt»a6ttai*er^yifcT?»y, f©i^j»!s<fcti375;»tt 

X6, X17 , X24 , R.m$5 l*-e*l*tlW[*ttT^ 

X7, X14 , X18 , X25 > X32 , &tfX36 tt**l*ft»ftt**tty$ /BfcXttS 

X2^e>x36 *t®75 ;s?tm< 1 875 #s 

[0 0 3 0] 

(1 5) ttrsaxi~x37 #rsa©7s yg&Tf&s (14) jcga«©«-^#. 

xittM/^->T?*y, 
X37 ttty >T?*y, 

X2, X5, xa. X20 , X23 , ^t>*x27 ittti^nyjv^^yxit v vysib y , 
• xa&tfm tt-etiiPtif ns/>, 7ii*75-x -fe y yx&y)V*?—><z> 

V*?Ml*H?*y, 

X4. X17 , X22 , &tKX35 tt^tt^Pftn-f 2/ y , 

X6, X15 , X24 , &0«X33 tt**t**in>f ^>Xtt-f V D>f S/>T?» »J, 

X7. X13 , X25 , JttfXSl tt^tl^tlfcX^^^XttT^^r-^-efeyv' 

X8&tKX26 tt**i-€n^n y y. 
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xio &t>'X28 te^ti^n-feU^ y;vi?=.yxitu-( isy<D^-?tifr-e$>v. 

X12 WX30 t£^-*l^;ft^D D>f ^>X&l2y ><^t^^7?&*K 

xi6 wx34 tt^ti^ ? tir^->x«r;i/¥->T*feu, 
xis u y ><^i*nfrT?&*;, 

X19 &n-f S/>3U*M^-;ye&y, 
X36 &TJV3?-yxit±VyT'%>& 0 

X2^e>x36 ^coy* ;t^j>^< n%mm^r 1 8 7$;i^#$ 
*i<s>pgyy5 ma. mAximm^nx% j:v\, 

[0 0 3 1] 

(i6) mmi 8y$ jMfr£,t&z>mp}*'&ti, PEGfcmmM^-frwK 

^ Ktt^jtf, »J##l'-'2 4©V^■r4^^0Dr^7^IB^JS:^•tf, (10) ~ 
(1 5) m^tijfrfclBJRoDSteflc. 
[0 0 3 2] 

(1 7) ftflHl 8 T5 JWtfrbte&m&iZ^ft, PE Gjt^i^m^Zf^- F<JD^ 
^ BB#I## 1 6 Xii. 1 9 075 7 WMn^ti (10) ~ (15) 

[0 0 3 3] 

(is) ^7*Ftm'&'?z>w't(ttfmmx*%>z>. do) ~ (17) ©v^rti 

[0 0 3 4] 

(19) mmi 8y* ;mfr*>te&mmz*&ti, PEG^it^^K©p 

EGg(J^©^^4^ H2 0 0D a — ^ 1 0 0, 0 0 0 D at'SS (10) ~ ( 

1 8) <D^irnfrizmm<D^foo 

[0 0 3 5] 

(2 0) 1 8 75 y$?^k&£@e?rj£-£tf^:/^ F£^«rt;;Ky x^i/>yy 
n-^fcM^-frS. (1) ~ (9) m^*i,jWcfB^©P EGjk^&ffiK? 
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[0 0 3 6] 

(2 1) (2 0) ©#1*ic J: yjgjgsti*, tKUx^I/>^u rr~;b (PEG 
[0 0 3 7] 

(2 2) a) l 875 y^&^SlB^rj&^tf^^Ki:, ^ffittjK U xf 1/ 
>yy=i-;t, (peg) t^$t§xi, 
b) i&SBa) ic«fe»;»p,tiSPEGfb^tfif^^Kt, K s 

(io)~(i9) ©v^-rti*ncia^©^#^(Z)ig^?£ 0 

[0 0 3 8] 

(2 3) a) 1 875 JMfrhtji&mm*:^**^?- Kil, F ^itr^ 

^>^y=r-;i, (peg) ££j&§i£3n:;@, 

cfc*j&s, do) ~ (19) (D^irtifrizmMcD^tiHDm&Jima 

[0 0 3 9] 

(24) (2 2) X\t (2 3) ©^iC^y^^S, JKU^l/>^Un 

(peg) teZVik^&ffiztiT^^PEGjt^mM^T-Pii^T-Ft 

[0 0 4 0] 
[#g^CDHJgCD0«|] 

#§M©PEG^#tfj?^^F (^^©H-(D®,#) iK?>y>. 
^-A-ynyHS (Edmundson, A. B. et al. , Biop 
hys. J. , Vol. 7, 121 (1967)) a -sW y 9 ^MM^ 

M (MIB, #I®D) ©4o<0®#6,#/#3*u -o^^7jc® ($f®B, $J®D 
) ®^'M<tfclo (#®B) ^iE^f«®-e$)S 1 875 JWtfribte&mm 
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[0 0 4 1] 

«tt«P E QIC * Uffig|Hrr£#ttK:MV*&iL« PEGii, ffittftPE Gt 

*nftcwt»j6s*ir, ia«#agxtt^«*3i©*»<z)T?»oT%j:<, 

, mPEG— SPA5000 (succinimidyl ester of 
methoxy p o 1 y ( e t h y 1 e n e glycol) propio 
nic acid. Average M. W. 5 0 0 0, Shearwater 
SfcJS) , ^Htt«©mPEG-SPA, mPEG-SBA, mPEG-SS, m 
PEG-SCM, mPEG-BTC, m P E G - e p o x i d e , mPEG-C 
DI, mPEG-NPC, m P E G - a 1 d e h y d e , mPEG-NCO, m 
PEG-maleimide, mPEG-OPS S^CDMffi-fb P E G3Ss#3§Jf & 
4l§o tfePEGtt, &9®<D^m^m,Ltc.*)<Dltm^Z>Z.h*>~T;^Z> a 
[0 0 4 2] 

PEG0li^^i}t »2 0 0Da~|f|1 0 0, 0 0 0Da"e*tltf J: 
<, tfr&LK&mi, 0 0 0Da~i50, OOODa, £ <o iCgft. L < lt$}2 
, 0 0 0Da~if$20, OOODatfeS, 

z^mm^tnt. mPEG^yfKts^bT^, pegk&m^ 

[0 0 4 3] 

pe Gum^mmz^ vitmmm't*ttKm»bm,* peg, m>mtmt 

[0 0 4 4] 
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I 

i 

*nm<*>PEGit&mmu*\!iz&v&PEG<DBm (mat) mc 

BRjgSttl*, fatl-e&oT&cfcV^ ^t^CMv^^^ K#mfc*0'<^?- 

[0 0 4 5] 
[0 0 4 6] 

So 

J 

eiic&^t, (a), (b) , (c) m^'fti*)*9tmtzm-t*&&. 

[0 0 4 7] 

2 5 &5E# 2003-3036716 
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^^izmmhxmm-t^s tit, mximnz^x, i#g^i2#g<D 
7$;m<DtiLmmm^ i5#a, s#g, i#iMi2siiz)47^iicD 

*f£j &ttW^T*«&v%#, l 2#B<z>r^^KS:^tfz:i:K:J:yH-CDSff«:^ 
[0 0 4 8] 

7UV>, fn^, 7i-;V77-X 2/X^>f>, 

(IIC) tt2-4T^y^?>^3tlTV^S^i:*W*LV% <> #{Cffl!f 
[0 0 4 9] 

2 6 ffigfft 2003-3036716 
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[0 0 5 0] 

»<® (OTfD) &0qE#«® ($[®B) 0-#!r&BI2jc^ o 
[0 0 5 1] 

& s, t mym t tfULmmm* §1^20 <z>m*mx ^ l 
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[0 0 5 2] 

D-+ffi!|®C-*"fR!|®B (-Hfl|®A) fc&$«fce>!BaS*u *l S RB »J V* 

<Dm*e>T$ ;m<D4^<Dm^<Dmvmv^imizfflm2n&^ a 

[0 0 5 3] 

®4&CA~C (Cl&tfC2) tlt^t. fcfc, Cli:C2©7^iS?!Itt 
fcafr&©£**JC^*ft5WT?&£ G A — C (C1&£>*C2) JCfe^sr^y 

nam mam m-fcm 
mm a) («if®B) an® o c-wsd) 

A 5 6 2 5 

B 6 5 4 3 

C 1 6 5 3 4 

C 2 7 5 3 3 
[0 0 5 4] 
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m&mrn t ^t^tt, ^<nm&& tfm&miz mm t & § mm 

[0 0 5 5] 

*»Hlc|§v**/<:7*FI4, r«£^jjr«j icfi*Lfca -^y * ****** 
* WfcBfo £ ti § 3 i: ifi&m X- %> & „ 

[0 0 5 6] 

i«*®4:jH7K®3S«|lt«^3ti, jfro/*^ L/T©«IB^ 

Ms mm<n7k&&j)H i 5i&%±izm&ztiz><Di*, «ty»*uv^ 
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[0 0 5 7] 

mm (*mmmiz&^r, r^mmommmmi ^wsfa-rs) 3*1*0^1 87 
$ smfrbte&mm ^mmmias^x. r^mam-mmm.*^? 1 875; 

OfBU N&2 0JSU:) «0T$ y^frk&S^:/^ FCfc^T2#B~l 9# 

3S@~2ofH, 4sb~2i#@, armmK (n-i8)#b~ (n 

J lu*S(Z>2#B~l 9#g, 3#S~2 0#g, 4#I~2 1#g, £<T 

H!I$tJc (n-i 8) #@~ (N-i) ^B^TO^^rcDMB^J^^^CDEg®^ 
StSrartd £T-&3o ^$f£LTSe#J#-ifl 6CD^^ K©2#g~l 9#^ 
3#@~20#g, 4#@~2 1#i, 19~3 6t@©1875;i^fe^§ 
SB#f£, ®5&tf®6lCA~D£LT:i:K : e;yy> • 7fc-f-;t, • ^n^y h&CJ: 

[0 0 5 8] 

3 0 ffiKEif#2 0 0 3 - 3 0 3 6 7 1 6 



#2002-109734 

[0 0 5 9] 

X2-X3-X4-X5-X6-X7-X8-X9-X10 -Xll -X12 -X13 -X14 -X15 -X16 -X17 -X18 -X 
19 -X20 -X21 -X22 -X23 -X24 -X25 -X26 -X27 -X28 -X29 -X30 -X31 -X32 -X33 
-X34 -X35 -X36 

TX4, X8, Xll , X15 , &tfX19 j , TX8, Xll , X15 , X19 , &tfX22 j , 
TX11 , X15 „ X19 , X22 , &tfX26 J > HU5 , X19 , X22 , X26 , &tfX29 
J MZflZ TX19 , X22 , X26 , X29 , &?>*X33 j -£*l-6*l 5 T $ J Wt 

X3, X10 , X12 , X21 , X28 , &O*X30 -tn*tl«t*ttr 3 JM. tfttSi 

y ^ j mx \*mm&m&& r ^ j may v> tti^t* & y , 

TX2, X5, X9. X13 , &t>*X16 j , TX5, X9, X13 , X16 , &tfX20 j , 
TX9, X13 , X16 , X20 , &t>*X23 j , TX13 , X16 , X20 , X23 , &#X27 J 
, TX16 , X20 % X23 , X27 , JfctKXSl j , ffi&lZ TX20 , X23 , X27 , X31 , 

T;i/^->xt* y y, 

X6, X17 , X24 , &t>*X35 tt-eft-ejxStafcffiy ^ 

X7, X14 , X18 , X25 , X32 , 2fctfX36 tt-etl*Jn»t»ttil*ttr 5 ^HfcXtt* 
[0 0 6 0] 
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X8WX26 tt-eti^ti^ny >^$>y, 

X4, X17 , X22 , it^n^tlU^f */>T*2b U, 

r 

X6. Xll , X15 , X24 „ X29 , &t)?X33 tt**l-?tl«[*ttr 3 J WCZtb »J , 

xi2 , xi9 , xtmo tt**i**i«*ttT^yafcxtt*ttii7Kttr^ymT?* 

X2, X5, X9, X20 , X23 , &tfX27 *l*«ttjR*ttT ^ J WtT*%> V , 

xi6 ^t^x34 it*n?nm&&7$. smxizf&m&mTk&r^ smt'&v, 

rX2. X5, X9„ X13 „ j , T X 5, X9. X13 , X16 , 2fetFX20 j , 

TX9. X13 , X16 , X20 , &t>*X23 j , TX13 % X16 , X20 , X23 , &t>*X27 j 
, TX16 , X20 , X23 . X27 , &tfX31 j , MtffC T X 20 , X23 , X27 , X31 , 

X3 % xio , X21 , ^t>*x28 tt«i-?ft«tfcttysyafc, tftt^ttr^y^x 

X7, X14 , X18 , X25 % X32 , R.XfX96 tt**l-6*l^tt«*ffir ^ y*Xtt* 
[0 0 6 1] 

X2, X5, X9, X20 , X23 , &£>*X27 tt«e*l*tir/l/^r— >Xtt V P>X*%> V , 
X3&tfX21 tt**l^P*i^n2/>, 7i^77l>, tUVXttWO© 

v^-rti3^*e*y, 

X4, X17 , X22 „ Rm35 1***1^*113 -i £/>Tft »J , 

X6, X15 , X24 , &0X33 J***^*^^ S/>XI*>f yn-f y, 

X7, X i3 , X 25 , 2fc#x3i tt-eti*tit^^s?>xttr^^->T?* y , 
X8&tfX26 ti^^i^rn^n y y, 

xio &tW28 tt-eti-^n-fe y >, r/i/^r->xj±n^s/>©v^fti^T?»y, 
xii &t>*x29 ttftifHMjys77>xttn-fS/> , e»y, 
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xi2 wx3o tt**i-?*i^u>, "n>r s/>xtt-fey >©v\-rn^T?*»;, 
•e&y, 

xi6 m*x34 »i**i^tir9->xttr^/^->T?&y, 
xis i*t/1"¥— y s»xa:-fe y >©v^ftanf& y, 
X19 ttn-f2/>XI4 hi/**— >T?»y % 
X36 y >t-&& 0 

X2#g>X36 *T®7^;tB^<t%libTl 8T§;Wl&tik&Z 

y^h^T>> ^n'Jx fn>>x £/*5r>f>> y^-jvy^-y 

, ^^->xttyys/>©vNr*i^&3Btf*i<5T$y»Tf*y, musii* 
array, "^ffiH^ffir^ygittrx/t^^, £Ot/#3> % hi/*-— >x»-fe 

[0 0 6 2] 

X1-X2-X3-X4-X5-X6-X7-X8-X9-X10 -Xll -X12 -X13 -X14 -X15 -X16 -X17 -X18 
-X19 -X20 -X21 -X22 -X23 -X24 -X25 -X26 -X27 -X28 -X29 -X30 -X31 -X32 - 
X33 -X34 -X35 -X36 -X37 

xi^tOT37 itmyk&r ^ j m-v& y , 

TX4, X8, Xll , X15 , RmiQ j , T X 8. Xll , X15 , XI 9 , &tfX22 J , 
TX11 , X15 , X19 , X22 ; ;&t>*X26 j , TX15 , X19 , X22 , X26 , &tfX29 
J , mmc rxig , X22 , X26 , X29 , 2&tJfX33 J JCfc^T, *n?to5T$ J 

4r^;i^±«*ffir^ ;m-v& y, 

X3, X10 , X12 , X21 , X28 . 2&tfX30 tt*ft*ft«fcM£7 3 >> Bfc, 

f$7^ ;«xttt«tt**ttr5 y S£<z>v^*i^& y. 



3 3 
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X5, X9, X13 , Rmi6 J , TX5, X9, X13 , X16 , &tfX20 j , 
TX9, X13 , X16 , X20 , &t>*X23 j , TX13 , X16 , X20 , X23 , &tfX27 J 
, TX16 , X20 , X23 , X27 , &tfX31 j , MZflZ TX20 . X23 , X27 , X31 , 
&OT34 j ICtSWC, -Zn-ZitlSTSiJMtp. 4 7$ J HJKJ:^(f»ttgI*ttT 3 
;»Xtt**tt**ttr3,>*T?»y, fro, f©^VM<i%3T$;itt 

r-fl/<¥->xi*y s»*e&y, 
X6, xi7 , X24 , xofxas tt-eti-?ti«t*ftr ^ y ^T*& y , 

X7, X14 , X18 , X25 , X32 , &tKX36 tt-e*l-?*l*ffitt*ttT^ 

±mt $ smmmzts^T, X2fre>x36 &i*<dt $ 

[0 0 6 3] 

xi&t>*x37 tt*n^tiM/*~>xtt-fey>T?»y, 

X4, X17 , X22 , 2fctfX35 tt^-jfi^jftp 4 is>T*&> »J , 

X6, Xll , X15 , X24 , X29 , &1>*X33 tt-ttl* tlJfcKfir ^7 U , 

X12 , X19 , tt**l-?tl«*ttT5y*Xtt*e«I*ttT^^afc'C» 

y, 

X2, X5, X9, X20 , X23 , &tfX27 tt**l*tl*a5tt*l*ttT $ 7 »J , 

xi3 Atmi &*ti*nmmm*&y$smxiiZ#fm*&y§smT'ibv 

> 

xie &oex34 tt*n*n«[*ttr^yBfcxa:**ttgj*ttr$y«T?*y, 

TX2, X5, X9, X13 , Jfctttie j , X9, X13 , X16 , J , 

TX9, X13 , X16 , X20 , j , r X 13 , X16 , X20 , X23 , &tfX27 j 

, TX16 , X20 , X23 , X27 , &tfX31 J , M&K. TX20 , X23 , X27 , X31 , 

>x»y pyT*$> y. 
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X3, xio , X21 , it* n -?n«t*ttr^ tf»tt5H*ffir^y»x 

X7, X14 , X18 , X25 , X32 , &tfX36 tt*ft**l*ttg«Ctt7$ 

X2^e>X36 *T*©r^y»tt^fc<fc%3t8&bTl 8T^i«$ 
CO 0 6 4] 

xi tt h I/*— 

X37 tt-feu^-^&y, 

X2, X5, X9, X20 , X23 , 2fctfX27 ^ ^tl^tlT ^^r— U U, 

X3^m2i tm-e^ni/x 7x_;i/77~>, wyxitTJi^-ya 

X4, X17 % X22 , &0?X35 It^tl^tlU << y „ 

X6, xi5 , X24 , &OT33 tt-e#i^tin>f */>xt±-f y n>f */>T»»y, 

X7, xi3 , X25 , ^OT3i tt*ti^nfc:x^s;>xttr^/^n>T?fty, 

xio ^0X28 tt*n-?ti-fe u r;i/^->x«n-r 5/>©v*ir*t#T?*y, 
xn &t>'X29 j**n-Ptihy zfhz?Tyxitu<<( isyn&y > 

X14 &tfX32 TXA 0 ^^>X^iT;l/^->(DV^i s tl*^ 

T?&y, 

X16 &t>'X34 tt-ttl^tir^-^XttT^/^n^Viy. 

xis US?>xtt"fe»J>0v^^T»»y, 
X19 ttn-f 

X36 ttT^/^-^Xtt-fey >t^5 0 

±iB7^;m?itft, X2^e>x36 iT?07^;iii^<t%jiiiiT 



3 5 
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[0 0 6 5] 

ftfgatcfcvM:, I*tt7^;i, 36£tt8fcM£r3 JWt. %>&m&&y 
£tt & j: y _t# s * s «> ©ig^^>ii^ u < fcma-T-f <fc § £ 

/X tt, JftMM^flflfl&tc J: S ^ K® SM £ «fc U ffi < «r A -5 fe & 0 itil^flg 
[0 0 6 6] 

#nftBfcfcy#5flj*??a&s. 

[0 0 6 7] 
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(2) ^ft^ttr^ jm-r^^^^fym. yjvt^ym 

(3) ^tt0^cffiT^ 7^--feU 

(4) ^-ffiaTfcffir^ y^-y;i/af- ^ wy, 

[0 0 6 8] 

boo, «S{cr^y^*^^-5r|gT?^§ 0 >fvn>f i/y£u4 t/y, 

^vytu-fyy. *uvy ai-;\,T^-y^ YVfhyry nv( */y, 
r^n^^y £tf;i** y^ TzVythUTt-y. r^if—ytvvy, 

*?ytv py £itm*K.mm&-5tmT*% > &. 

[0 0 6 9] 

m : o>f i/yt his*—y. yyk-tvy, Avyttvy, 7-u-yyt 
ft : 75->i:7M->> f ns/>tr^- y 



3 7 
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m : "fell y£T)l*?-y. $ > HTJl^-y 

[0 0 7 0] 

U<«1 87^ 3J£TFT*&<5. 
[0 0 7 1] 

[0 0 7 2] 
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^^tCMVxS^^FtC^f-r^, PEGW/X^^FMI 
©^^g%^^FO*itgS:^Kp^-SPSU#JCP5^$n^VN 0 

mmms oomm^, ^mizm^z^^Ft, pegl ^^fm-s- 

[0 0 7 3] 
[0 0 7 4] 

•ofc*V l^Tf^ FXttsKU U^-^- F, DNA, RNA&5 Wi^tl*) 
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*s/» (-0-CH3 ) «bMB^©-*k:«, vymft^tfvx.ruyrv 

^f*^f»««***l*. KUtHI (Peptide Nuclei 

c Acid; PNA) #^i;*iS 0 ^©cflCtt, ft 

, &*v*H: rg$gj rufljfj rafc^j tfiSfi^bS ofcfc©, Jfcufi*i&©»#^ 
, Bffiifcm L < ©Sliir *fcgr L < to* * * * *i * „ 

[0 0 7 5] 
[0 0 7 6] 
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[0 0 7 7] 
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[0 0 7 8] 

*^WICMV><5^^ K (P E G^i?tfFt,TV'*&V ,v 1 87^; gg;fr 6> & &SB#f £ 
[0 0 7 9] 

#*MBK:Mv*S/<:7^K©«BI«Affifci:, J|#&lc:fcj\ £%4* 9 O&gft&Aftg 

ooop;ms. ^uaioo, o o ojeun?&y, *»j«F*u<tti, 

0 0 0,0 0 OJKlt^S. 
[0 0 8 0] 



4 2 



ffi$E#2 003-30367 1,6 



#2002—109734 

[0 0 8 1] 

V4;iX&&<D?-$*;y*i— if (JSU$HSV-t kfcfB-*-) JH5^*t, #2gBJ! 
mawittrtHCHSV-t k#K£-*ttU M»*J»©#>**n 
[0 0 8 2] 

®^^Ki:*^7T^^-fcy>fc©sa:ff«, mane** 

M2 1 fCSSftT^S, 

J*#ic**n* y y, ttft:iajf0*jf J: l**lc#**t*J&»tfMft 
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[0 0 8 3] 

r©j:^c, *&w<D«7mt, mmt<D^mt. mmmzmm^mx* 

*K:ttKf*^»^hU^ A (SDS) *<Dnm&tMX**X7T*VJI,1> 

«*fttftt*2 2 0-2 2 SnmCWo-^c^gft^^^^j 
* 1 9 7 9J), ftfe, ^^K©**«ttf»IC«-/MJ 

^iot#5rt^ts o JffJfe©tf*#ttfcLTtt, ZlsTs 
Chen%0Wfc(Y. H. Chen et a 1 . , Biochemist r 
y Vol. 1 1, 4 1 2 0 (1 9 7 2)), Yang«©*S(j, T. Ya 
ng et al., Anal. Che m. , Vol. 91, 13(1978) 
)> Woody*®**; (R. W. Woody et al., J. Mol.B 
iol. , Vol. 242, 497 (1994)) r fctfTffc*. 
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[0 0 8 4] 

©CDWh ;bM^T* ttn-A!)^ 
•AfetlftV^ pH5-8©5mM S D S&m*®®#T*<Z>C D^^ 

^l||R$il0i«2 0 5-2 1 0nm®matfU2 2 0 
~2 2 5nm©fiffi^3T{Ci/jN||^U *tUZ*V* a-A.j^^ 

[0 0 8 5] 
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[0 0 8 6] 

«AK, ««3 4 0 nm~6 6 0nm, #^6 0 0 nmtCDl 

□ 

[0 0 8 7] 

#y Kit, Jft**3tUfHjB*K:#«'r«3i^ i/T— ^fcjcoTMK: 
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[0 0 8 8] 

v-t k*MMftT*mm2-&itW'v&<>). mmw2 4 R&mmm 2 5 &*ftwiz 

mzmteW2 5», *»WC«v^^y^FK:j:oTM*im«K:*AS*i3feH 
S V-t k*e?#K»*Aft?ft3B U Mi»Ml©3«r>^irnif^Mttfc>t 

fft>ft&n*®Sa£M (Aoki, K. e t al.,Hum. Gene Th 
er. , Vol. 8, 1105 (1997)) T^MStlfcffi* (150^) 

[0 0 8 9] 

(»4«3*s&* (gfp) hi/^-if) *a 

fetffij&^&^t- ij->r h#>r> (>f y^-a>r^y 2, -* >#-:7 X n>/3^ 
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ytfh~i/x*mmvTmMmm$bm*7*;-t&mmm®&: (Fas 

p 5 3, #XA~i?3, **A-1? 8> B ax (Bcl-2-associat 
e d X protein), FADD (Fas associated d 
eath domain protein)^) MtS^XU', 

^U^) &fiii1-^^^fe§jfli^^«if5ti 0 ^ (VEGF) JBL<lt 

stm&mmm* (hgf) ^its^x^ h\ 
m&mmmmmmm (ptca) t©gi^MtsiTO§cDC2^ 

■^-^ f ic^f-rsr>5 1 i2>x7fy df*^ K^y /Kif-f a, 

[0 0 9 0] 

mt?z<Dx% *x?T*vjvizvyz&v&<MMmm^mm^x\,^MM 
*^is<i*Ty*izyxDNA^<DmMmm^mAL&o£.?zmi!riz, 



4 8 
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I 

fc # J| 65 ic® i& A $ *i -5 0 
[0 0 9 1] 

Mi*l*:X&< z.Hlz£ y, ^l0#^®|I)I§^l^[c J: y 3^c^£*iAir-<5 
^ ItmAir s z. n tfx % s 0 

+&icmmm^t>mt>ft&^m&v2b^T%. m^mmm^nm^^x. wot 

£±t% ^mco^^h^^^^-iihxm^x-^miz^m^m^m^m^ 
*m^<teT>?-*y*DN A^ommzmmmmzMA-tz zzizzv, i» 

[0 0 9 2] 

xftwv^^Fimmt^izffi&L, mmMZMMft^mA^z. &t=., 

* b < tt, M^^Ufflgp^^A-rs^cD^^f©^^'^ F£M%^<z>M-&0H 
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[0 0 9 3] 

mtcov%T#^:T^Lfe^ #^<£PEGft#{itfjj/^^Ri> #2§0J!icjg 
V^^^F&PEG-efll^fillfUTV^feft, ^s^cffiv^^?- KfC^f u 

^WtCtt, «j£^-«Htt#f2 8&tf2 9<3DM^6,, ^l&IJIJCJBV**/*;^ 
KS«ttftPEGT?«ttlt%, ifcvSffi^T-et* (iH2 8) . ^ 

[0 0 9 4] 

^^©PEG^^#^^K<Z)^^oV%T, 

( 1 ) mm*?* K©75; S&@B?rj£ 3 - K-TS^ISIB^J&^-rs DNA5:#S 
111 

(2) ^^df-JC^fjtDNA&jfi^AtlT, ^KDNAS-^tfffiJgnrigftjaSl^t 

(3) Slllii D N A T'iiM f $ tT, ^Wi^zf?- Kfc*&JBL# 

[0 0 9 5] 
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©st^lB^j©/>>^ < ^ %^ooSi Srffico«[«Jcfi»-r s r £ 
Ife^ot, iDNAIt Jtfc^n- K^IMfCgoi^ i&»SB?!f<Z> 

o 

[0 0 9 6] 

IB#I#^1, 16. 1 9©WKS3-KtSffiJ!It^2 8~3 OCDNA 

* K&IMLft«^m&ftfeft«xatt/&* Molecular 
Cloning, a laboratory manual, Second 
edition, T. maniatis et al. , Cold Spr 
ing Harbor Laboratory Press (1989)) 

[0 0 9 7] 

i : #>a*5Iij (Er*^fli^ar, jujca^ha, 199 0^) . 

Ttfl 0 2 : &>rt#n- ^fK©iiaWn7h^77-f-J (5^ms£& 
ft ft^A, 1 9 8 5^) ) JCffi«S*ifc*Sc&##|cbT, ftft MOitf 
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BJK**£fc#T?s*. *&t>%. urn. mm. mm* n*5% 

[0 0 9 8] 

a 

So 

[0 0 9 9] 

-hfaS^#*£{efc^T, fi5ffifbPEG©«MJI«, #38i£K:tfv>**:/*-K© 
ttMLxt/wtrto. oooi~ioooot»»jff*i<a:o. oi~io 
o-e&y, #{c^t<iio. i~iots§ 0 £®*8H*e&*itf, mpe 

G ft*/*:/* K££/SL,Tfc, PEGfii^«f/>C^Ktt7B©^^ K©mttS:«l 
[0 10 0] 

, P E Gitm&tifl'?* R<£> P E Gaj^©W^?*tt, ^200Da~^jlO 
0, OOODa^y, ^U<it $51, 0 0 0Da~$j50, 0 0 0 D a, 
$ e>{C*?£ b< », J^J2, 0 0 0Da~$fj2 0, 0 0 0DaT*&3 o 
ZOmmT'&tilZ, PEG^^^KJiTdO^y^KCD^ffi&^U # 

[0 10 1] 

5 2 ffiSE# 2003-3036716 
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I) a) 1 8T* JMfrbte&%m%<£t$rZ7? M^Ulf 
Un-;i/ (peg) fc&.KiSS-ttsxS, 

II) a) 1 87^ /^£&SI3#f£^-tf KM-&#/^£ 

«r^K:j:y^jgaiftPEGiifi(ifftaiflr'r*ii:^T?**fc«), i d ©#& 

[0 10 2] 

d©II) ©#$£;&# V^ti, PEG^ttrtC^oT^^KCDtftlB^ffStl- 

flKg^SE-fb MM5r»ciE-3ttfc vxfc if ifc$Stt©fl£T & % fc P E GJM» 

&««W , r«3i:*«BriB-e*,y, PEG#Kif©^'l4$:H{c[«i_h$-&§3i:^T*^ 

©a) £ tt<5 ±l3#3&e£©PEGft^f#tfj^:/^K© 
B3ft*#&»jRT?£, I) ©b) K:^»*SJC*#tt, I) ©a) £ 
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[0 10 3] 

^Jt^JC/gV^ftS. aMBEtcMv^S^^K, ffittitPEGS^^f 

*#«HCI*, I) ©Xiga) ■T?MV\<5^^K»^<Hf*ei4, K 

#;£-fSlE«*ff (+) ©««i:^^KIir&««««*^-BA««f (-) tf>MIfc£ 
©it ( + ^2^±t^j;^ J: »;^*b<«3J^Jti:J&SJ:e»^M't 

So Stffctttf* L<»1 0 OJgTTT?**;, J:y»*b<tt50JBtT*e*« 

I) ©X^b) 7?M V - * <5 ^'Hi-fb P E G *»«ftCfl|V^S^^K©* 
{C^fLT^^itT-O. 0 0 0 1~1 0 0 0 0T'feiJfJO<liO. 01 — 100 

t?&*J, #}cfo;L<»o. i~i £®«KBn?&*itf, M-ffi-fbPEG 

tt^y^ K£H/SLT%, P E Gitmm^^- Kttjc©^^ K©*Stt&*t#l/ 

, PEGL HB/ftftttO Sr^fiJt 

[0 10 4] 
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-mn bt^t*©^ y, *^ttitie>»c i y#&BS£3;ri«fc<z>T?H:jfcv* 

[0 10 5] 

(4 3 2 AM, 7^>f F/H^^XrAXM SrMv^TIS«^L/fe. 

K£*tt£itfc^, ai-^/l/feRfcScU 3&«J!KK:S#3-frT 
*ISie*bfe. MVnT, BB#f##l~2 6©^^Kttl OmM HC 1 &#tf 
2 0%T±h-hVflsfcmmi*> 2 7©^Kttl0mM HC 1 % 

^■tf l 5%7ir h-h'M/i 5%^y:7n/\V-;i/>to§^#*^!i?u ci 

8#^A (CAPCELLPAK C18AG120, K^^ttflS) , ffijSK^ 
^D7b^77^ - (6 2 5 LC^XfA, * - * - Xfcfc§i!) &#^T, ffi^J 
1 — 2 6©^^ K« 1 0 mM HC 1 £-^tf 2 0%~7 0%TiZ h~ b U 
;i^^T*ittiiM^3@g&fc J: y fcf- ^ <fc ^ «£$l U IB^J## 2 

7 Ktt 1 0 mM H C 1 *&ti 1 5 %~ 5 0 %T -fe b~hU 1 5 % 

~5 0%>fy^n;V- HCftSt Jg&4gfi!& tc <fc y *- tr - * e> ti £ 

o 

[0 10 6] 

.<*Jt«2>/<^K©*ftJ6 (1) 

MALD I -TOFMSS!«*#*rff (VoyagerDE-STR, PEA 
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"3*&;fotu £i\ a — cyano — 4 — hydr- oxycinnamic a 
cid (CHCA) £0. lvol% TFA/5 0vol% 7^h—hVJV 

M^^— F: Linear, positive 

^t'jyi/-^a>:^^ (fc£U WttQAngiotens i 
n I , ©A C T H (l-17clip) , (DACTH (18-39clip), 
®ACTH (7-38clip), ©Insulin (bovine)) 

[0 10 7] 

<*Jfe«3>^^K©*3e (2) 

f^fct), ^S^7X^f*T^@b, 6N HCIIOOmL sasiu, 
KSIffT> 1101Ce2 2l|P4W^^ofc„ ttft&t&BTIk *6*JC»# 
t7^;»Mtf (L-8 5O0S, Bm±m) &MVxT^«fS:ffofe. 
WifflSSli 7 ~ 1 0 m g /m L t'S o fc ' 

[0 10 8] 
<0&fi6flf4 >B S A#T?CD»lg|gj£ 

^Kill»T;i/^5 y (BSA) ^^K»«««5 0 fiM£&Z>£o7k 

mmzmmh, (du64oi, ^vt^y*±m &m^t$bi6o 

[0109] 
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mi] 

*1 





OD 6 0 0 


SH^i## 1 


0 . 


0 3 


g2#l#^- 2 


0. 


0 1 > 


gB?il#€- 3 


0. 


0 1 > 


IH#II&# 5 


0. 


0 1 > 


SH^J#-& 6 


0. 


0 1 > 


BH^IIS^ 7 


0 . 


0 1 > 




0 . 


0 1 > 


IB#I#-^ 1 0 


0. 


0 1 > 


SSJ|J## l l 


0. 


0 1 > 


SS^J#^ 1 5 


0. 


0 1 > 


SE2?'J## 1 6 


0. 


0 1 > 


ge^j## 1 7 


0. 


0 1 > 


ie?'J## 1 9 


0. 


0 1 > 


mmn 2 3 


0. 


0 1 > 



[0 110] 

5 OmM N aC 1 fc-frtf 1 OmMU (pH = 7) tf»JC##3"t£fe 



5 7 



ffi2E#2 003-3036716 



#2002—109734 

s<tt K©CDX^^ h;i/£, 5mM SDS#ST, ##4TT'R-fiftM 
if (J-5 0 0AI, H##3fett») fc«V*T«JfeLfc. Wiilmm 

3*C, S D S#fiT®%O0^1f R^iiTflt JfcR2 0 5~2 10nm 
tfi2 2 0~22 5 nm©««K:a/Mt&S«)6>tl*^*5«>«WMCD 

[0111] 

2 1 me r^O*»'J rf2 ? l^^T^- F&i, OPC^^A (T^^-f FA-f 
*S/XfAXtt«) &MV^»«LfcW«4&&, FITC*«bfc2 lme rffl 

[0 112] 
<MMW 7>P1 a smi d OOMM 

m^is? ^-■vm.te^it utf-z-mfc^tLfrmm-?^** f&, sv4 

F (pGL3-Control Vector, :/n*#*±$g) XltCMVtJM 
^n^-*-TK:«^2/7x9-^aie-?*«j(fi*a*ti,fe^9^^ F (pCMV 
-Luc (F) ) fKSEF- 1 a^'n ; e-^-TtC^S/7x^--gr5t^ 
^ffi^ji^tlfe^v^^ F (pEF-Lu c (FEF-1 a: /n^-#~TJCH 

s v- 1 kate^je^attife^^^ f (pef — t k) ) ) zmmhtco 

HSV- t k3t«*fcU#-*H*fc*i:Ufc8*:/9*3 F«, EF-1 a ,^ 
n^-^-TJCHS V-t k»€^j|B«ia*4xfc^9^^ F (pEF-t k). 
XUCMVttJI^n^-if-KHSV-t k»fi^*«ffi*a*tife^^^ F 



5 8 
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(pCMV-tk) SiiSlfc. rtie>©^X^ FS^M^7^5 KT*&£ 
P UC 1 1 9Sl)!p BR3 2 211 ST^M^M ^Tif ipI£-frfc<Z)l3 

[0113] 

(1) ^yj^^ K£<z>3£-£fg<z>M 

15 0mM NaC1^2 0mMh'Jxf|iIfI (pH=7. 2) tpT* 
> ^M6lCfa«<Z)^}C < };oTrabfe2 1 me r 6> & § U Utf^ 
K ($1116. 7^M) ^Ml-3lCfH^(D^{Ci:oT^Lfc#/<^ 
f KStfifc ( + /-ifc) ^0~l 0i:^SJ:^i^U 37 a C. 3 0^§gb 
feo m^X, Z.(D&m 7. 5 ^ L 8 0%*;VA7 5 N V^-fcV 

iitH!i(pH=8. 2) ^^bt, 7MM^ft§2 5%3KUr^'J 

&5%Stains all (y-f- n ^It'^fi • UT;T U =1*3? 

BU 0{c»J##l©^^K?:«^fe^©«^aj!lfS:^t- . + 

/-it mffiit) it. F<DiEmffizm?z>m<Dmm. (+) 

~2 4 KJCfcV^&mfffJfc ( + /-Jfc) 1 OfC^VNTM^^fg^^tlfe 

o 1 

[0 114] 

(2) 7^*5 Ffc©S£-&tg©fNBf 

15 0mM NaCUttf2 0mMNU^igii!|ii (pH=7. 2)tf»T? 
> ^»J7lCfB*^^lC«fcoTM^bfey^^^ K (p UC 119: = 

««ftt (+/-Jt) ^0~3t«;Sio^b, 3 7°C, 3 0^»*Lfc©%, 
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hi i izmzm^ i <dk^ FZH^tcmamm^mMZix?. mi ix*+ 
itmtoh. mmh (+/-m zx%±\zm^\,r=. 0 mmiz, mmm-%2~2 4 

[0 1 1 5] 

<mmm 9 >mmmxm<Dwm ( i ) 

American Type Culture Collection (AT 
CC) £>)mAL&VJvWmm&MfcMM (Ve r oMM) , tMMttjg 
(T2 4«!) , W^H^^j;UMAbfell Njffi&ffljg (A5 4 9«) £ 
2 4VaLjimm7U-h (-f-JVPaLZytttm) {Cl^i^fcVlXlO 5 !! 
MC>m'&X*m7L&&. Ve r o Mil A 5 4 9j»fJ»tt'l 0 % ? £/ jS& J&jfitff (J« 
FB S tm-t : -7-V4l±m) ttDMEM (7>f 7fy^t'Jx>^;i/tti§) 

T2 4»Ml 0%FB SMMcCo y' s 5 a ( ^ 7 -r y ^ y m 
>#;i4±§g) t-5%C0 2 #H^T, 3 7'C7?2 4^^#Ufe 0 Jg*fc&l&£L- 

*3»«lTfW»Lfe^^K«K^l. 2 5, 2. 5, Xlt5 
tiM£teZ)J:5izmMLfz.o p t i -MEM 7f y # # y x> # ;i4±ig) 
5:ttUT5W|Lfc„ ffiV^T, V e r o «tfla£ A 5 4 9 HffjftfcJ:, 1 
0%FBS^DMEM(C, * & T 2 4 fflAHi* 1 0 % F B S ^M c C o y ' s 
5 alznmbX 5%C0 2 #S^,T3 7 TC ^3 fefc 2 4 l*|Sf*# Lfcffe, ;!/*/ 

WPBStlBt: SIGMAftig) TfifcfrU h(C#Ilt^§ P a s s 

ive Lysis Bu f f e rt'li^iilfc, 
i©«Wjfi»i8¥IR 20/tLt^yh tCtf «<D Luciferase Assay 
Reagentll 100 n L £ b^Mfem^ U~ b (Microlit 
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I'M 

e 1 plate: # <i y 9 l^MhXmm^ ^b^^^l/^j^ 

(ARVO™ S Y 1 4 2 OMULT I LABEL COUNTER: 

v v 9 h - ;i/ K*t») & m v n t & i ®mm%. u & . 

[0 116] 

■?^^yhA2 04X:7t3>>|tI) f^, MM* 7 9 2 //. L tCjffljl&jBtt 
8 ^ Lt^nr^>7^t^fM 2 0 0 /i L SSifilft, 5 

^t#tt, &th%mft (DU6 4 0 : <<yW2/%tM) T'5 9 5 nm 

(D^mvmMhito x#>#-F*yrt#9t;iitv*/m*yfr'm> (bsa) 

[0 117] 

<njte«i o>m4rA«cDM (2) 

Ve r oMMZr-vyA-ftX?^ K#^;* (Lab-Tekllchamb 
erSlide size4well: ^;i/^x 3? > VftM) (D&VaiJlslZ 1 X 
i o 5 M&0mi!tr°m%.&&. l 0%FBS^DMEM7*5%CO 2 #H^CT 
, 3 7TC-e24Hi, ^#Lfe 0 HB»«6T?||«LfeFITC« 
m*V3*9l/ttFmms 0 OnM, m6«l , T?MISLfeBB^J#-^l<o^^ 
K2. S/tM&MtSopt i-MEM5:»l4f^#bfe 0 10%FB 
S^DMEMJC««IL-T5%CQ 2 #S^T> 3 7 r T* 2 & £ 2 4 Bfrlffl, mm 
L£#, iJg&PBSt'Sfem 4%;t5*M7;i/rt M PBSt'i^b 

> m^mum (ah- 3 -.xv x-mmmzF iTcmmxv^x? 

[0 118] 

<^»ji 1 Fwrn+zmm^atiLmmAUtowm ( 1 > 
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4#2 002—109734 
AlBStfcSEUfc. 012lt iSB#I##10D^:/^ FORMIC jjTOft^A 
Vt=. J: e> *C, IB?rj## 1 <z>^y^ K&^£ij«ft^A1-£tg;fr £#3*3 3 £ 

[0 119] 

<^M1 2>/^y^ K#^£,1«^CD^#Afg<Z)Mt (2) 
IB^IS-^ l ©a;^ R£Mi£ It, r*nm<DWmWm*mt l 87^;i 

v^ti©^:/?- F : fe$i5S^.(^)^^Atg§:^'bTv^s^^:*^*^ofe 0 

(cps/mg protein) K J: y JSTFtf) J: o fc^JRU ffi&O-WZm 
2{C^Lfeo 

1 0, 0 0 0JSU: 10 0, OOO^i ... i + 

10 0, OOOJS^Ji 1, 0 0 0, 0 0 0*1 - 2 + 

i, ooo, o o osx± io, ooo, ooo^i ... 3 + 

1 0, 0 0 0, 0 0 0J^_fc ... 4 + 

1 0 0, 0 0 0, OOOJgU: 1, 0 0 0, 0 0 0, 0 0 0*1 

— 5 + 

1, 0 0 0, 0 0 0, 0 0 0£Lt - 6 + 

m^m-^nt. ±m$-MT*&3 +izmm^z> a 

[0 12 0] 
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2 







mm^ 2 


3 + 




2 + 




4 + 


mmn 5 


2 + 


I2?ij#^t 6 


2 + 


S2^J#-^ 7 


2 + 




3 + 


SB?'J## 9 


3 + 




3 + 


@g?!J##l i 


3 + 


g2^ij#^-i 2 


2 + 


gB5?!|##l 3 


3 + 


@S^J#^- 1 4 


3 + 


SE#I##1 5 


2 + 


S2#l##l 6 


4 + 


BB^iJ##l 7 


2 + 


|B^J## 1 8 


4 + 


@E^J## 1 9 


4 + 


SB#I##2 0 


4 + 


@2J«J##2 1 


2 + 


@BJ'J#^-2 2 


3 + 


@B?'J##2 3 


2 + 


SB?<J#^2 4 


1 + 



[0121] 
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<mmmi s>^^ F&m?&MM^<Dmwimxm<t>mffi (3) 

a 

[0 12 2] 

. <mmm 1 4 F^t--5^^©M^Ati©M (4 > 

^m#Aig«, fcMt<Mi mgfefefj, 1 y©^#?> hiJC 

JCj:>mW)Jl 2(C|B«©^lCLfe^oT^L> ^©-^^312 {C^b^ 

a 

[0 12 3] 

<mmmi ^>^^^^mt^>mm^<Dmmmxm<Dwm (5) 

mmmZ* th?§i«MES-SA/Dx5 (ATCCi'JiA) , fc: h 
W*^0«^i|HSS2 9 3 (ATCCi U»A) , h S K - H E P - 

1 (ATCCJ:y^A), thMffllSK-OV-3 (ATCCiyiA) 
> ^^hMJBMJ^F9 8 (ATCCi U it A) , ^ y - Vffijg&B 1 6 

/bl6 (*«Ki^^ffi^w^m'fb^fiPP9«fcy»ai) , t h-?««i«jieiME 

S-SA (ATCCfcUiHA) , *?VXffimMMLe wi s Lung Car 
cinoma (ii^A «HW3fe£J:y««K V^XJJHMJB&MH 1 3 4 (# 
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(ATCCfcUlllA) , tMflttDaoy (AT C C J: »J j»A) , M 
WMeLa (ATCC*yj»A) , H MLS1JSMCF 7 (ATCCJ; 
UHA) , thJffiillU-8 7 MG (ATCCiyiA) . ChAHili 
MDA-MB-4 6 8 (AT C C <fc y HA) , 9 8 (ATC 

Ci'JiA), 7^5;-?»fiB16/F10 (ATCC<fcUHA) , fc: 
htfiMMDU 14 5 (ATCCJ:'JIA) , httttttflriftU - 1 3 8 
MG (ATCCiUlA) , 7^flittMeth-A (HsfctfAr-fe > # - 

33, MNEAA (ICN*±§g) »M^75;St'Sy, Na • Pyr (I 
CN*±§g) lt^Jv\fymi-hV ^A^t„ FBSIiitrfHtio 

[0 12 4] 

«ft*t#Ufc*J]»;&2 4 >>iMS«yi^-M:i9x^»fey l x l o 5 mm . 
©ftteT**!*.*^ #if JfifgifiT* 5 % C 0 2 #ffl^,T> 3 7 °C 2 4 b 

M£&<5 4:e>&Cil§gbfco p t 1 -MEMS:ttLt5l|^#Lfc 0 il^T, 
*«&#*»«MM!K:«j|LT 5%co 2 fffl^T3 7°CT*$ £ fC 2 4 B$|^*g#L 

8§tt&8!lJ£U 2tC|B^CDS^lCbfe^oT^^.K©^^AI§& 
<ii 3 (Ctjn L/ fe 0 

[0 12 5] 
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[0 12 6] 

<mmmi s^?^ Ptfm-r&mm^vmnmAm&wm (6) 

f 16©^^f F^ffl^TLewi s Lung Car c i nomalJfi (7 

vxmmmM) icm&&&. ayt/vu^fr a^Gcv^ta^-) m^ymM 

m^mht=. a ?&fc>i5^ 9 6 we 1 iMm^U-h (±)lPx. 51 > *£fc$g) £ 
MISS 5 X 1 0 3 ^©tf-a-effi^ji^ 1 0%FB S^tDMEMt5%CO 

2 #h*ct> S7vv24^mmmhr^ a mm^^. Hsv-tk»5 

1 # g/mLtC&S J: -5, &t>Wlf##l 6 (D*?* KJMStf 2 . 
5 AMt^S J:e»{C|®$SLfeo p t i -MEMS 100 # L fo ^ x^tcSSii b 

Tsmmmmvfr. m^xocv i^;^> immmmm^iitm) so, 2. 

2 0, 2 0 0 tiM&misfeZ 0%FB S^DMEMfe 100/i Lfo>?x;HC 

WST-I7*;t>ft«tfe. -r&fc>*>, WST-lil (S«3i*±gg) Si 

I^t56 2 0 nm, U 7 T l^>^|g^4 5 0 n mT^bfe^SMit L<fc„ ^-(D^ 
Hfl 3JC^-rj;e>(CHS V- t k|§3Eg^^x^ K^ttMASti'fcLe 
wis Lung Care i n oma«tiGCV0Mi{Cf#lT»Ml 

A $ ft feffllgtt G C Vg£&tt;fc^8&«#3g«> 6> *l& o 
[0 12 7] 

<m«Jl 7>^£©|g^#;©##£j£ffi©M 

izmm^fzo p t i -MEMIC&^T, m^#AB«iitrK:|Iigbfc 1 M 

m (7H) iutCM3gLT4°C^#bk*;0&#*M^T, 9 JCfB«<Z># 
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[0 12 8] 

7i^h7^>2 0 0 0 (L i p o f e c t AM I N E 200 0 :7^f7f'y 
[0 12 9] 

<HMffl 8 ? i/y-i?j&f£#^fg©Mr ( l ) 

tc a ttnt>t>, mmmi <D*zf* 5 0 ^6 

T*BH8bfeP = 0#*Ud'5l^l/^K&3iBM, Ml5 0mM NaCl, 
12mM MgCl 2 , 12mM CaClg Sftlftl^tf 2 OmMN'JX- 

IISIii(pH=8) C^l/7-fBal31 (SIS3itt§8) 2 U T 
30°C, 6 0£*MJ&3i2r£o ii^T> 7i J -)\>/>? D U /h;i/A^7fc^^- U :f 
l/tf^K&ltfrffiLfclfe, ^M#J8(cffa^0^{cbfe^oT«^|&S:^VA 

[0 13 0] 

hi 5{cm^i&gf&^ , r 0 m^^^p)^^ £e>*c, @B^i#-^i©^y^K» 

^^^7 h7$>2 0 0 0 &^VNT|W[#fC^^ l/T-ifWtt#^|g&|?tfL^^r 
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[0131] 

<mnmi 9>z? vr-ifM&tt^mvwffi (2) 

15 0mM NaCl, 1. 7 mM M g C 1 2 2 0 mM h U X -SU 

I»(pH=8) cf»T% ^JK«7JC«*0*a5T*W98LfepBR 3 2 2 

+ /-Jt) #0~ 1 0 &om&L, DNasel &mm±m) SUIkiM 

it3 0°c, 6 oM^Stfe, i^r, 7x^-;b/^nn^>?i/^^^(D 

[0 13 2] 

<^»J2 0>/<y^ K©*^7 7f^t'J >8J5f&tt©Mf (E I A) 

dfctfft&JtlTV^fc: hFactorVIII fcMVMTt: hFactorVI I 

T^^;i/"feU> (SIGMA*±ig) : TftX 7rf^l/3 U > (SIGMA|±I) 
= 3:7 fcfcS «fc3$R?Dbfcy >BifC& 10* g/mLMbfcx^;-;i/ii 
£9 6 f7oi;i/y h (>f An> I : ^Vtf'^tt© IC^x/l/lCl 00* 
Lfoiilt, iHI^&i (EC-9 5C, £ffiV^4 0°C 

t4 0 4MBI<eiaL&. l%fr$/]fe$*7;i/^> (BSA, FractionV 
J£*|5$B S Ai:iB1- : £ft^XlSI§g) *|TBS (1 OmMhn-«i (pH7 
. 4) , 0. 9% (W/V) NaCl) ^15: 2 0 0 m Lf o WxMC» 
LT3 71CT*2. 5|f||fU y > ^Lfc©l3> ^ h &7.fc$j U ft 
*^1 * g/mLOt hFactorVIII (7* V # > #-f 7 >f ) 4 * 

*±gg) t &%m<Dmnm 1 -em ifeWFMbfe5%Bs a^ t b s 

1 0 0 * L-ro#<7x;i/fC^UbT4 0 C-e2 4 BfrRLR/SSitfe. 
[0133] 
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^ 1 9 8 7) izmmo— »SlCloT, Enzyme Immuno A 
s s a y (E I A) fCJ: r f i^VUt U > iCiSS^ b fc hFactorV 

III ZmMLfr. ~T&t>1?, l&ffifo£VTffiH hFactorVIUTi) 
^JVU—r)\,%iifc (E SH8 : T* 'J*>^7^Xr^ , 2#C 

^ilbT®#t)$?>V\ 0 ~^^i/^-^^v^^I gGffift (P 0 2 6 0, 

tft«4 5 0nm, 'J77l/>^56 3 0 n mTJ#3fe3Mtf (NJ-2100i 

I I CD^^iffL/fe^ai^^^^^^^t: NFactorVIII St^OLj&^o 
^'^ra:;l/(^)®3fc ^ g?:§^v^fc#[§:^> hn-;u^i (l 0 0%) £ u t: h F a c t 
o r V I I I KSrafBbTaSj8BUfe^ai^/<Z)IR3fta**&#a^^ 

&&'<-7*Fmm%:ic 50 m£M&. ic 50 «.^i/imjkt©»^s++, 

MJ:y*t<lO/ ( MJKT0*^&+, £^#>TiNffbfc 0 lOjaMJBU: 
[0 13 4] 
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C*4] 



&4 









+ + 




+ + 




+ + 




+ + 


Bn^Jlf^ o 


+ + 


agnail 3ft 7 


i 


Bc^Us^ o 


i 








+ 


SB^J#^ 1 5 


+ + 


ffiJWM- 1 6 


+ + 


@2?|J## 1 7 


+ + 


SH^J## 1 9 


+ + 


gg?iJ#^2 3 


+ + 



[0 13 5] 

<mmm2i> ^^^o>^xyy^pjvizvymm^(Dwm (2) 

rfacePlasmonResonance = SPR) }CJ:U tTT3T 2 0 0 
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o (fcrrartta?) &m^xm&vit. ?&t>*>. hp a chip (tfrnr 

;i/-feU >5 0%/^7 7f^3'J >5 0%fcH;fBfl;u 0. Ug/mL 

*g-fbL£:7n--fe;v2 icfcv%T3&<Mi§rU *7,77f^tU >tc#Jlift&gl 
fn'f££atbfc (HI 7) . -€-ti(c#bT, SB#J##1 <Z>BM£^>#*AJCA*i# 

^lfcSg^J##2 5©^^ Ktt^77f^3iJVSiMLfe7n-t^ 1 
*C%, JfvX7r^^^/"feU > 5 0%/^7 7^^3'J > 5 0 % £ L £: 

:?n-i?;i/2jc£v%T%^ir-r\ sKfirffi&mafcfrofc (His) „ 

[0 13 6] 

<mm&2 2>*x7 t*va,i>v y&mMhm*3&mt.<Diam mmm 

V^^itfc^ofco -r^t>t»> Vero, A54 9, T 2 4 

fc*F I TC*»bfc7*3fS/>V (ANNEXINV— F I TC : 
(FACSC a libur : f>> • -x^ y =*f > V >*±$g) X*mfeLtc B 

##£T?JC> TtBc©^;^ FiAlt^S y tfy^p^y (Lipo 
f e c t i n : V 3^y # M±m) ^^C^D hn-;WCb£# 
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[0 13 7] 

^5 







: p s /mgIS) 




Annex in-Y ^^i 






Yero 


16 5 


2.5 x 10 s 


1.1 x 1 O 6 


A549 


8 2 


8.7 x 1 0 4 


8.4 x 1 0 5 


T24 


3 2 


7.8 x 1 0 3 


1.1 x 1 O 6 



[0 13 8] 

F<0»e*»AtB©»a t*^7rf^tU >g|fBttfceDffiBB«:HBS> 

tB<0fcttfcf?ofe. RBL-2H3 9* h#***fi#*HMW» (AT 

CCi UJgA) #lDN PT^^^n-tM g Ejni'ffc (S I GM 

A$fc£g) T?M^U DNP-BSA (Calbioche m*±|g) 

£©>WflgHcBB#f#-31 6(D^^FS:Mv%TieSSM9^S3^^tc 
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*k 24^x^1^- MCRBL-2H3«£3 X 1 0 5 00©#J^rT^^ii 
^ Mfcl 0 0 ng/mLOllC^SiotCiDNPT^^^y^n-t;!/! 

DNP-BSA&lOn g /m L 4; ? {Cgstfl&U WM%LB.1&*± S-frmM 

p t i -MEM5rlfttT5tTOSUfc„ 
[0 13 9] 

^T^iSS: 1 5%#«HbFB SMMEM (NEAA, N a • P y r &ft0 

c&#iu 5%co 2 #h^,t, 3 7°ct*i urmmisfe, ?<d&, mm^mm 
u nj6«9jcaa«<z>*«feT?^s/73:9— er?sttsa!)ebfc. rbl-2 

-2H3M&1. 5 X 1 0 6 »|]fi©«tet?*i*.&#, I{C10 0ng/mL© 

tSic^sioiclDNPYCx^; ^n--*-;n g Effitt&ffiinu 1 5%# 

iftFBSMMEM (NEAA, N a • P y r t'5%C0 2 #H^-T, 

3 7TCt2 4H^tbfc. fbt#^x^5:PBSt2»^ DNP-B 
SA&l 0 n s/mLKfc*«fc'2>»C»iIlU MM5:4 5^ii®bfc 0 ffi 
F I TC*»7**S/>V (MBL*±§g) &MV\T»tt©8l«8«K: 

fltt«JK*ff«bfelllIllS©*®Jc»*^7r^^-fey >^S{f}b m 

, m,mw.Ri^hx^f^mmtbmhxmv<±M-hrc. (H20) . 

rpflRCDatfit^A^yjK^at^ hT^>2 0 0 0 ©jtfiH^AtBtt, IB 
[0 14 0] 

<*G»« 2 4>^^f K^t* S«ffJfi^O«ift#AIB©ffflf ( 7 ) 

in v i v o^^f K#*^#AlBfc^*£fc&!iEI8*&fc«>, Met 
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#At£<Z>&f>f£fTofc.. -t%it>t>. Meth-AlH&BALB/cT^X (H 
• U/t-J:yBIA) £>JKfl£fC4 x l 0 6 fMBIMtU 4 Bfftlc^iS 

«i7if«iiufe^s/7i9-tf»^9^^ K3 o fi s tmmmi^mm^r=.m 

?rj##l 6<DKzf?- KllSnmol <oaflJ*S:lftJ8!W®-^bfc- 35^1 HffcKl 
Y7X^Itl, J«8£l*J<Z>Me t h-A*Wfi;felBJ&U"C, /U2/7x9— t?*Stt& 
M5£Lfc P 

®2 iica%'TJ:^K:#JHfcbT&aAitelc©*ft«4Fbfe'7'9^A 
tf;i^>7x^-1f38^^>^ F3 0 # g^^&fg^Lfc^XT'&^OI/i/:? 

0 ti g 1 6CD^^ F 1 1 3 nmo 1 (OaffWSIBtttWa^b&T^ 

X tii^ J/ 7 x 5 - & tlfe. 

[0141] 

<^3K«2 5>/<^K^^Sffllia^©«ift#AIB©Wflf (8) 

in v i voTffflW KCDJt-e^^AKlJ: U SKSISMIfeS*'** d £ feiEWT 

Hsv-t yi&fc^mAK&&Gcvm&&<D%M*Mmhfcffim&%} 

i^fcLewis Lung C a r c i n o m a fflUB! (V^^Jffi^fiS) 
JSa ; E7 i ;V&MV>T^ftbfc 0 1r%it>*>, Lewis Lung Carcin 
omaM!£C5 7BL/677X (H#**-;i/* • UA-*yj»A) ©HMffi 
ftlClXl 0 5 M*MlL, ^8s«7T?W«bfcHSV-t k»7^^ Kl 
0 # g i:£jt#9l 7?iIggb£lB?!J##l 6©^y^ F4 0 nmo 1 0>SBf&^£*W 
B&#*&(CKJS£PW#U JgiCGCV£3 Omg/kg/da y©Mit*#I^ 
10@^&8H@tT?S^Lfe o 02 2Km1r&$^yx<D^i%& 

&mmiZ&M&m.7kn¥m£GCV*S Omg/kg/d a yCfflt^iS^ 
L-feSm^-fft*) 1 4H'P*ofe<DlC»U HS V- t k^^X^ KlO/t 
g £jffi#I##l 6<D^.-f^ F 4 0nmol©I«t^ GCV&3 0m 
g/k g/d a y©ffl*"C4tt^UfeWtt«II8l#**2 0 0 BT-*>£vi7;*#£# 

[0 14 2] 
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X&5j», ^^fflBALB/c £ffiV>T, W K©Mitt5mg/kg 
[0 14 3] 

^^xs. Ft^:/^ F©m-^#©?S'^bJKU3i^b>^y (PEG) &c 

£T> in v i t r oTit^^A(CMV%SPEG^bfe^^^^ F/^ 

-T^t)t>> ;bi/73i^-ifit^-?^-^^^^^^ F (pCMV- 

Lu c) &16/t g/mL©a^^tf^S^*l 0 0 fi L £®3#I## 1 6© 
8 ^M©ti^-e#ti^S^7]cl 00/j Lt&SST'i^bfc. 
-ezi^, mP E G- S P A 5 0 0 0 (succinimidyl ester 
of methoxy poly (ethylene glycol) pr 
opionic acid. Average M. W. 5 0 0 0, Shearw 
at erli© & 2 3 m g / m L ©ilt'ttf 1 0 /t L b, ^ 

IT* 1 HTO$ tt P E Gf fife p CM V - L u c /^^f KU^tt (PE 
Gl) 

[0 14 4] 

#CfC, in v i v oT?*«?«AK:fflV^-BPEG||M»bfc^9^§ F/^ 

-T&fc*., tifj&tf)^;*^ F (pCMV-Luc) 12 6 8 /tg 

/mL 5%^;b3-X7j<^l 0 5 0 /t L fcffi#f## 1 6(0^9- 

F£ 8 0 4 a M©II t*^ 5 % ^1/ 3 - XM 1 0 5 0 4 t*^UT*m^h 

■e^A, @ffM<© mPEG— SPA5000&2 63. 8mg/mL©glT*^ 
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bfcpCMV-Luc/WFIM (PEG 2) £#fc D 
[0 14 5] 

fp^jflf (in vitro) 

H»J2 7JCffi*t/fe#^K:Lfe^oT8SSSbfepCMV-L'u c/^^F 
(PEG1) , ;gL<&, P CMV-Lu cfcgB#I##l 6 K0 
UC-^fli (PEG*#Kir^) 1 /t* g/mL0^^ K^T'HJ6M9 CfB« 

a2 3i:iti^C PEGiibfcIM5:iAbfcVero| 
J^CD;i/£/7:c^-i?*S'i£&, P E Gf ibTV^j;V«#:l:f AUfeV e r ojffl 

^ F«lir#©*e^&Affi#46TLfcv^ fc«i«SSHfe. 
[0 14 6] 

<IHi«2 9>PEGfitfc, F/^^FtR^^Jie^AlB© 
fp-fffi (in vivo) 

71-74 ^triz-i/m y ^V^X&J^T, P E Gf§£t$ b Itzf*??* ^ F/-^^ 
^ F*-£#©*fc^#AtB & i n vivo ^Mt U fc- 

T^X>f 9^2/— 2/ a V *^X£#£fcaMC V^ffloval 
bum in (J^TOVAilSa^f S) J*#£#T©#ifcT?!liftl/fc. "T 
if, OVA (Egg Alubumin, 5X Cryst, ^-ffc^X^tSS 
) &1. 8 %tft t h 'J ^ t* 3 2 /t g / m L t ^.S J; 9 iH b fe„ 

mz.. 7jc^bT;i'^-^A^;i/ (Alu-Gel-S, SERVAW £® 
*fo!KT?8mg/mLfcfcS«fce>iMBU ^©SSflKSr^U 

g^T> r0OVA/*»;i/5-fA«I5:BALB/cT")X (** 
X. 4w, H#f^-^->JA-t) ®K5 0 0 ALS#lTOVAi# 
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[0 14 7] 

Mte+mAte* 1 3 BUKMmh^o 

*T&fc>*K ^5SM2 7lCfB^Dfe^iSiCbfc^oTM^bfePEG{^bfep 
CMV-Luc/^fFiM (PEG 2) , 3gb<tt, pCMV-Luc£ 
B$J## 1 6 ©^^ R©^tt ( P E G3M$tt#0 PCMV-Luc &£[ 
t'5 0^g©ffln?, OVA 5 0 jii g HHCf jS© O V Aiff 7 9 ^ IC^§ 

SH, ^ittffiU Lysis Buffer (^n^^fttSS) 5 0 0 /* L 
cpT% Handy Pestle (jK#^*±IS) £J^TJg#b£o JgMfc/h 
aBfti&^M ( h 3 -*±§S) t' 1 2 0 0 0 0«T? 1 5 ±^2 0 

^©MH, ©2 4 lC^<te»}CP EG#t(ifbTV^^V^^^&^g#bfe^ 1 ^7X 
[0 14 8] 

<3K««3 0>PEG^t(ifbfc, 7^7,^ K/^Kl#»*C#«tePB 

G^tfir^^K©^ 

^11 2 7 til Lfc p CM V - L u c / FtM (PEG1) ©£OS 

«5 5 0 i»Lfc, »it>K^55S«C entricon YM- 1 0 0 (T^ny 

tC^U 4°CT*1, OOOxg 1 0#|ffl©3S'fc»#l8l£:*f^ *jRj&©38E 

Sfo&D U g*4TCTfl, OOOxg 10 3 EH» *J jgb 

TSfci^bfcfk *i70SDSt>y^*'77- (f-l^lFo) 50AL5:i 
»bT*ttT?5d&-|Br#«b, IWf>*ilU:C»fbfepCMV-Lu c/^zf* 
(PEG1) &^tftt»»t (M) fe®JKbfec 
^(C, rOD^SI (M) 25/iL&5-20%^7^x>h^ (Th-) & 
ffiV^SDS>Ky7#y;i/7S Km*tik» (2 0mA» 9 0^H) JC«b 
fee lltttC^Mi «»*;MI (fn^^±SS) £Mv%T^-&b& 

o 
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02 5&C^bfc££*.K «10, OOODa-2 0, 0 0 0D 

fe »J © P E GU^iiDm* 5 * 5 , OOODaffe^fe, F 1 

ft^&f-i) & p E G*g-£«ti: l~3m«S3^. 
[0 14 9] 

<ifc«« i > 

^#-^•2 5) k-d^x: mwiMAm^MMmQK.mm^mizhiti^'ox. * 

S D S #&T IC VnT % a - ^ U y * **3ittSK«> *> ^ & # o feo 
[0 15 0] 
<itfcM2> 

HB#J##1 (0^9- KKT^ y^g#l&flSU r#3gEjH<z)egij^t&^ > ri 8 

ooo o y, tKBft^AffiiiiSttbnas^ofe. 

[0151] 
<MI«3> 

jtfy u (sp*^^* : i i o o o) ©5i>x7T^-^;^-fe u >$|jFH'l££^Jfe 

[0 15 2] 

<ifc.««4> 
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ome T et a 1 . , J. Biol. Che m. , Vol. 272, 15 
3 0 7 (1 9 9 7))) (WWH27©^f K) <D*^77f ^t'J >* 

BSA»«*Tf©lR3ft«%W)febfe. ^©M^ M^^iaJt^fey, 

[0 15 3] 
<Jt«« 5 > 

#&Cb£tfoTv*;*tc|£#b£i:r3. v#*tt«^itt*tc36tbfc. 

& s fe TfWiat & ^ b £ < , mwfofo b £«itr b v & 

m*ra*&£iSfebTv^%©fc#*e>*ife. 
[0 15 4] 

[^^©^] 

[0 15 5] 
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[0 15 7] 
SEQUENCE .LISTING 

<110> Mochida Pharmaceutical Co. , Ltd. 
<120> Novel peptide 
<130> MD0623 
<160> 30 

<210> 1 
<211> 37 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Peptide 
<400> 1 

Thr Arg Tyr Leu Arg lie His Pro Arg Ser Trp Val His Gin He Ala Leu 

15 10 15 

Arg Leu Arg Tyr Leu Arg He His Pro Arg Ser Trp Val His Gin He Ala 

20 25 30 

Leu Arg Ser 
35 

[0 15 8] 

<210> 2 
<211> 37 
<212> PRT 

<213> Artificial Sequence 

<220> Description of Artificial Sequence: Peptide 
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<400> 2 

Thr Arg Tyr Leu Arg He His Pro Arg Ser Trp Val Arg Gin He Ala Leu 
1 5 10 15 

Arg Leu Arg Tyr Leu Arg He His Pro Arg Ser Trp Val Arg Gin lie Ala 

20 25 30 

Leu Arg Ser 
35 

[0 1 5 9] 

<210> 3 
<211> 37 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Peptide 
<400> 3 

Thr Arg Tyr Leu Arg He His Pro Arg Ser Trp Val His Gin He Arg Leu 

15 10 15 

Arg Leu Arg Tyr Leu Arg He His Pro Arg Ser Trp Val His Gin lie Arg 

20 25 30 

Leu Arg Ser 
35 

[0 16 0] 

<210> 4 
<211> 37 
<212> PRT 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence: Peptide 
<400> 4 

Thr Arg Tyr Leu Arg lie His Pro Arg Ser Trp Leu His Gin He Ala Leu 

15 10 15 

Arg Leu Arg Tyr Leu Arg lie His Pro Arg Ser Trp Leu His Gin He Ala 

20 25 30 

Leu Arg Ser 
35 

[01 61] 

<210> 5 
<211> 37 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Peptide 
<400> 5 

Thr Arg Phe Leu Arg lie His Pro Arg Ser Trp Val His Gin lie Ala Leu 

15 10 15 

Arg Leu Arg Phe Leu Arg He His Pro Arg Ser Trp Val His Gin He Ala 

20 25 30 

Leu Arg Ser 
35 

[0 1 6 2] 

<210> 6 
<211> 37 
<212> PRT 
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<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Peptide 
<400> 6 

Thr Arg Tyr Leu Arg He His Pro Arg Ser Trp Val His Asn lie Ala Leu 

1 5 10 15 

Arg Leu Arg Tyr Leu Arg He His Pro Arg Ser Trp Val His Asn He Ala 

20 25 30 

Leu Arg Ser 
35 

[0 16 3] 

<210> 7 
<211> 37. 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Peptide 
<400> 7 

Thr Arg Tyr Leu Arg lie His Pro Arg Ser Trp Val His Gin lie Ala Leu 

1 5 10 15 

Lys Leu Lys Tyr Leu Arg lie His Pro Arg Ser Trp Val His Gin He Ala 

20 25 30 

Leu Arg Ser 
35 

[0 16 4] 

<210> 8 
<211> 37 
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<212> PRT " 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Peptide 
<400> 8 

Thr Arg Tyr Leu Arg He His Pro Lys Ser Trp Val His Gin He Ala Leu 

15 10 15 

Arg Leu Arg Tyr Leu Lys He His Pro Arg Ser Trp Val His Gin lie Ala 

20 25 30 

Leu Arg Ser 
35 

[0 16 5] 

<210> 9 
<211> 37 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Peptide 
<400> 9 

Thr Arg Tyr Leu Arg He His Pro Arg Ser Trp Val His Gin He Ala Leu 

15 10 15 

Arg Thr Arg Tyr Leu Arg lie His Pro Arg Ser Trp Val His Gin He Ala 

20 25 30 

Leu Arg Ser 
35 

[0 16 6] 
<210> 10 



8 6 
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<211> 37 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:peptide 
<400> 10 

Thr Arg Ser Leu Arg lie His Pro Arg Ser Trp Val His Gin He Ala Leu 

1 5 10 15 

Arg Leu Arg Ser Leu Arg lie His Pro Arg Ser Trp Val His Gin He Ala 

20 25 30 

Leu Arg Ser 
35 

[0 16 7] 

<210> 11 
<211> 37 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Peptide 
<400> 11 

Thr Arg Tyr Leu Arg lie His Pro Arg Leu Trp Val His Gin He Ala Leu 

15 10 15 

Arg Leu Arg Tyr Leu Arg He His Pro Arg Leu Trp Val His Gin He Ala 

20 25 30 

Leu Arg Ser 
35 

[0 16 8] 
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<210> 12 
<211> 37 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Peptide 
<400> 12 

Thr Arg Tyr Leu Arg lie His Pro Arg Ser Trp Val His Gin He Ala Leu 

15 10 15 

Ser Leu Arg Tyr Leu Arg He His Pro Arg Ser Trp Val His Gin lie Ala 

20 25 30 

Leu Ser Ser 
35 

[0 16 9] 
<210> 13 
<211> 37 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Peptide 
<400> 13 

Thr Arg Tyr Leu Arg lie His Pro Arg Ser Leu Val His Gin lie Ala Leu 

1 5 10 15 

Arg Leu Arg Tyr Leu Arg lie His Pro Arg Ser Leu Val His Gin He Ala 

20 25 30 

Leu Arg Ser 
35 



8 8 
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[0 17 0] 
<210> 14 
<211> 37 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Peptide 
<400> 14 

Thr Arg Tyr Leu Arg lie His Pro Arg Ser Trp Ser His Gin He Ala Leu 

1 5 10 15 

Arg Leu Arg Tyr Leu Arg lie His Pro Arg Ser Trp Ser His Gin He Ala 

20 25 30 

Leu Arg Ser 
35 



[0 17 1] 

<210> 15 
<211> 37 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Peptide 

<400> 15 

Thr Arg Tyr Leu Arg lie Arg Pro Arg Ser Trp Val Arg Gin He Ala Leu 

15 10 15 

Arg Leu Arg Tyr Leu Arg lie Arg Pro Arg Ser Trp Val Arg Gin He Ala 

20 25 30 

Leu Arg Ser 
35 
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[0 17 2] 

<210> 16 
<211> 37 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Peptide 
<400> 16 

Thr Arg Tyr Leu Arg Leu His Pro Arg Ser Trp Val His Gin Leu Ala Leu 

15 10 15 

Arg Leu Arg Tyr Leu Arg Leu His Pro Arg Ser Trp Val His Gin Leu Ala 

20 25 30 

Leu Arg Ser 
35 

[0 17 3] 

<210> 17 
<211> 37 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Peptide 
<400> 17 

Thr Arg Ser Leu Arg He His Pro Arg Leu Trp Val His Gin lie Ala Leu 

15 10 15 

Arg Leu Arg Ser Leu Arg lie His Pro Arg Leu Trp Val His Gin He Ala 

20 25 30 

Leu Arg Ser 
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35 



[0 17 4] 
<210> 18 
<211> 37 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Peptide 
<400> 18 

Thr Arg Tyr Leu Arg lie His Pro Arg Ser Trp Leu His Gin lie Ala Leu 

15 10 15 

Arg Thr Arg Tyr Leu Arg He His Pro Arg Ser Trp Leu His Gin He Ala 

20 25 30 

Leu Arg Ser 
35 

.[0175] 
<210> 19 
<211> 37 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Peptide 
<400> 19 

Thr Arg Tyr Leu Arg Leu His Pro Arg Ser Trp Leu His Gin Leu Ala Leu 

15 10 15 

Arg Leu Arg Tyr Leu Arg Leu His Pro Arg Ser Trp Leu His Gin Leu Ala 

20 25 30 
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Leu Arg Ser 

35 

[0 17 6] 

<210> 20 
<211> 37 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Peptide 
<400> 20 

Thr Arg Tyr Leu Arg Leu His Pro Arg Ser Trp Val His Gin Leu Ala Leu 

15 10 15 

Arg Thr Arg Tyr Leu Arg Leu His Pro Arg Ser Trp Val His Gin Leu Ala 

20 25 30 

Leu Arg Ser 
35 

[0 17 7] 

<210> 21 
<211> 37 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Peptide 
<400> 21 

Thr Lys Tyr Leu Lys He His Pro Lys Ser Trp Val His Gin He Ala Leu 

15 10 15 

Arg Leu Lys Tyr Leu Lys lie His Pro Lys Ser Trp Val His Gin lie Ala 
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20 25 30 

Leu Arg Ser 

35 

[0 17 8] 

<210> 22 
<211> .37 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Pep tide 
<400> 22 

Thr Arg Arg Leu Arg lie His Pro Arg Arg Trp Val His Arg lie Ala Leu 

1 5 10 15 

Arg Leu Arg Arg Leu Arg He His Pro Arg Arg Trp Val His Arg He Ala 

20 25 30 

Leu Arg Ser 
35 



[0 17 9] 
<210> 23 
<211> 31 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Peptide 
<400> 23 

Thr He His Pro Arg Ser Trp Val His Gin He Ala Leu Arg Leu 
15 10 15 
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Arg Tyr Leu Arg He His Pro Arg Ser Trp Val His Gin lie Ala Ser 

20 25 30 

[0 18 0] 

<210> 24 
<211> 20 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Peptide 
<400> 24 

Thr Leu Arg Tyr Leu Arg He His Pro Arg Ser Trp Leu His Gin 
1 5 10 15 • 

lie Ala Leu Arg Ser 

20 

[0181] 
<210> 25 
<211> 37 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Peptide 
<400> 25 

Thr He Arg Tyr Arg Pro Ser His Gin lie Arg Leu Arg Ala Val Leu His 

15 10 15 

Leu Trp He Arg Tyr Arg Pro Ser His Gin lie Arg Leu Arg Ala Val Leu 

20 25 30 

His Trp Ser 
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35 



[0 18 2] 
<210> 26 
<211> 37 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Peptide 
<400> 26 

Thr Arg Tyr Leu Arg He His Pro Arg Ser Trp Val Leu Gin He Ala Leu 

15 10 15 

Arg Leu Arg Tyr Leu Arg lie His Pro Arg Ser Trp Val Leu Gin lie Ala 

20 25 30 

Leu Arg Ser 
35 

[0 18 3] 

<210> 27 
<211> 24 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Peptide 

<400> 27 

Leu Ala Arg Leu Leu Ala Arg Leu Leu Ala Arg Leu Leu Arg Ala Leu Leu 
15 10 15 

Arg Ala Leu Leu Arg Ala Leu 

20 
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[0 18 4] 

<210> 28 
<211> 111 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: DNA 
<400> 28 

actcgttatc ttcgcattca tcctcgaagt tgggttcacc aaatagctct gagactacgg 60 
tacttacgaa ttcacccacg tagctgggtt caccaaatag ctctgcgttc t 111 

[0 18 5] 

<210> 29 
<211> 111 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: DNA 
<400> 29 

actcgttatc ttcgccttca tcctcgaagt tgggttcacc aactagctct gagactacgg 60 
tacttacgac ttcacccacg tagctgggtt caccaactag ctctgcgttc t 111 



[0 18 6] 

<210> 30 
<211> 111 
<212> DNA 

<213> Artificial Sequence 
<220> 
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<223> Description of Artificial Sequence :DNA 
<400> 30 

actcgttatc ttcgccttca tcctcgaagt tggcttcacc aactagctct gagactacgg 60 
tacttacgac ttcacccacg tagctggctt caccaactag ctctgcgttc t 111 

[01] Hi© (A) , (B) , (c) it. x K^e>y> • Hsy(-)\y • 
y h^ci^a-^y y ?x«S£^;i/©f&;&0-e&& OfBU DT'H/^75 

V^T^y»tt«f»tt**ffiT^ /»T*»6 (J£*T©0®C;i3V^|ig D) ) o 

[03] 03© (A) , (B) tt. #®^0»y^y^M3&-5>*^{CMV^ 
[04] 04© (a) tt (CI) £^IU (b) (C2) fc^o (CI 

) (C2) it. &m^(Dmvn*)tim&&*mmcm^z>'<7*F<DmmM 

[05] 050 (A) , (B) it. *»1 875 y^@B#f&#tf^:/?- 
[06] 06© (a) it (C) (b) it (D) (C) &t>* 

(d) it. *mwa>i 8T§;mnm&&ti*7*F<Dwmmm<DW*m-tm'T* 

[07] 07© (a) it. SDS (-) ©CDX^^ Wl>MjttC i^TO 
K=ffR^tti(»S:^bfe0 , T?feU, (b) tt, SDS ( + ) OCDX^^hMt 

[08] 08© (a) tt, SDS (-) OCDX^^ h;Hg|Cj:S^ 

iHR^iiH^i/fc®"e*y, (b) sds (+) ®cd^^^ s;i/tfjt 

[09] 09© (a) it. SDS (-) OCDX^^ h IC J: « 
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S*R*ffij!»S:^bfeEJT?*y, (b) it. SDS ( + ) tf>C Dx^ bfrWfe 

[01 l] 01 i&> IH#*lo^K^^^$ K©«^ft©**ac 
[012] Hi2tt, K^rj##l cd^^ Ktf^&ticfcs, IMft^®^ 

[013] IE#f##l 6©/*^K&MV>THS V-t kJte-?- 

[014] 0 1 4 t±, M3^J##l©^y^K^-rslWfigp^^a)^ , ^X$ K 

<Dmxm^. KiKZ)^^&4x:-e«#t- sts^tcfevNT, f 

[015] Hi5tt, @B#J## 1 FttfU df^^ l^^f- F01^« 

[016] 016&, BB^JS#1 6<D^^ Ffc^X^ F<Dm&%!l&X# 

[017] 0i7it IB#J##1 <D17* FUfcxyrf-PJi/izV yo^mm. 

mmm^^r^r 2. ooo *m^^rw%.Lfrm'v&& 0 

[018] gl 8tt, ffi^J##2 5©^f TOX7 7f^t'J >IC% 
^^-7T^^;i/nU>tC=fe^ftIffiS:^$^VAri:l:tf73 7 2 0 0 0 fcEV^TW 

JtUfc0*e&.5. 

[019] 01914, jfflflS&JM«lffiM« , rSillllIfl6^®JC*^77^^^-fe 
[020] 02 0 ft, »?J#-*1 6<Z)^y^F&, RTO^llTtt 
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[©2 2] ©2 2J£, IB#I##1 6<D^^ K&MV>THS V- t k&te^ 

[023] 02 3lt Vero||&MK, PEGfitfe^7X^ K/ 

[©24] 9*S/-S/a y ? v?;*£Mv>T> PEG§ 

[©25] 02 5 11 SDS-PAGEtCioT, P E G^tflf htc^^^ $ 
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